EAST Search History 



Ref 

# 


Hits 


Search Query 


DBS 


Default 
Operator 


Plurals 


Time Stamp 


SI 


0 


lamotrigene same particle adj size 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2006/08/24 07:32 


S2 


7 


lamotrigene 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 15:24 


S3 


23310 


particles same specific adj surface 
adj area 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2006/08/23 17:04 


S4 


163 


S3 and pharmaceutical adj 
composition 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2006/08/23 17:51 


S5 


0 


lamotrigene same Teva adj 
Pharmaceutical? 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2006/08/23 17:54 


S6 


0 


lamotrigene same Teva 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2006/08/23 17:52 


S7 


1 


("3090693").PN. 


US-PGPUB; 
USPAT 


OR 


OFF 


2006/08/23 18:21 


58 


1 


("5861179").PN. 


US-PGPUB; 
USPAT 


OR 


OFF 


2006/08/23 18:21 


S9 


0 


bet near particle adj size near 
surface adj area 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2006/08/24 07:33 


SIO 


1134 


particle adj size near surface adj 
area 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2006/08/24 07:43 


Sll 


3 


SIO and BET adj measure? 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2006/08/24 12:25 


S12 


3 


(("4847249") or ("5942510") or 
("5861179")).PN. 


US-PGPUB; 
USPAT 


OR 


OFF 


2006/08/24 12:31 


S13 


1 


("4602017").PN. 


US-PGPUB; 
USPAT 


OR 


OFF 


2006/08/24 15:06 
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S14 


1 


("0021121").PN. 


US-PGPUB; 
USPAT 


OR 


OFF 


2006/08/24 15:08 


S15 


1 


("4486354").PN. 


US-PGPUB; 
USPAT 


OR 


OFF 


2006/08/24 15:08 


S16 


7 


(("4486354") or ("5643591") or 
("4602017") or ("6639072") or 
("5925755") or ("5942510") or 
("5861179")).PN. 


US-PGPUB; 
USPAT 


OR 


OFF 


2006/08/25 09:16 


S17 


4552 


"424/489".CCLS. 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 15:20 


S18 


3731 


S17 and @ad< ="20030801" 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 16:07 


S19 


160 


((JUDITH) near2 (ARONHIME)). 
INV. 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 15:49 


S20 


5 


((GUY) near2 (SAMBURSKI)).INV. 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 15:20 


S21 


88 


((JUDITH) near2 (ARONHIME)). 
INV. 


EPO; JPO; 
DERWENT 


OR 


ON. 


2007/04/04 15:21 


S22 


6 


((GUY) near2 (SAMBURSKI)).INV. 


EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 15:21 


S23 


697 


"514/242" .CCLS. 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 15:21 


S24 


509 


S23 and @ad< ="20030801" 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 15:22 


S25 


0 


"3,5-diamino-6-(2, 
3-dichlorophenyl)-l,2,4-triazine" 


US-PGPUB; 

USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 15:44 


S26 


8 


"LAMOTRIGENE" 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 15:29 


S27 


0 


"6-(2,3-dichlorophenyl)-l,2, 
4-triazine-3,5-diamine" 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 15:44 


S28 


0 


S18 and lamotrigene 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 15:49 



4/4/2007 6:57:31 PM 

C:\Documents and Settings\mlao\My Documents\EAST\Workspaces\105 11987 Lamotrigene.updated.wsp 



Page 2 



EAST Search History 



S29 


0 


S23 and lamotrigene 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 15:51 




1 


r'6861426"^ PN. 


US-PGPUB; 
USPAT 


OR 


OFF 


2007/04/04 16:06 


S31 


1 


lamotrigene.clm. 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 16:07 


S32 


2 


lamotrigene.ti. 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 16:07 


S33 


65 


lamotrigine.ti. 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 16:07 


S34 


202 


lamotrigine.clm. 


US-PGPUB; 
USPAT- 

EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 16:07 




12 


S33 and (a)ad< ="20030801" 


US-PGPUB' 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 16:14 


S36 


91 


S34 and @ad<="20030801" 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


IQXillO^IO^ 16:08 


S37 


0 


("5861179").URPN. 


USPAT 


OR 


ON 


2007/04/04 16:09 


S38 


1 


("5912345").URPN. 


USPAT 


OR 


ON 


2007/04/04 16:10 


S39 


38 


S36 and partici?? 


US-PGPUB; 

USPAT; 

USOCR 


OR 


ON 


2007/04/04 16:15 
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C:\Program Files\Stnexp\Queries\2007 casesM 051 1 987\lamotrigine.str 




chain nodes : 

13 14 15 16 
ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 
chain bonds : 

3-13 5-14 6-9 10-15 11-16 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 
exact/norm bonds : 

3-13 5-14 
exact bonds : 

6-9 10-15 11-16 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 



Match level : 

1:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:Atom 7:Atom 8:Atonn 9:Atom 1 0:Atom 1 1 :Atom 12:Atom 
1 3:CLASS1 4:CLASS1 5:CLASS1 6:CLASS 
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=> d his 

(FILE »HOME« ENTERED AT 16:55:13 ON 04 APR 2007) 

FILE » REGISTRY » ENTERED AT 16:55:37 ON 04 APR 2007 

LI STRUCTURE UPLOADED 

L2 3 S LI SSS SAM 

L3 128 S LI SSS FULL 

FILE 'HCAPLUS' ENTERED AT 16:56:47 ON 04 APR 2007 
L4 25 S L3/P 

E US20050238724/PN, PRN^AN 
L5 OS E3/RN 

L6 1 S E3 

FILE 'REGISTRY' ENTERED AT 16:58:38 ON 04 APR 2007 
L7 0 S L6 

FILE 'HCAPLUS' ENTERED AT 17:00:04 ON 04 APR 2007 
E LAMOTRIGINE+ALL/CT 
S LAMOTRIGINE/CN 

FILE 'REGISTRY* ENTERED AT 17:00:26 ON 04 APR 2007 
L8 IS LAMOTRIGINE/CN 

FILE 'HCAPLUS' ENTERED AT 17:00:27 ON 04 APR 2007 
L9 1265 S L8 

LIO 27 S "3,5-DIAMINO-6- (2,3-DICHLOROPHENYL) -1,2,4-TRIAZINE" 

FILE ' REGISTRY » ENTERED AT 17:02:26 ON 04 APR 2007 
Lll 1 S 84057-84-1/RN 

FILE » HCAPLUS' ENTERED AT 17:02:48 ON 04 APR 2007 
L12 1265 S Lll 

L13 111187 S LIO OR L12 AND PARTICLE OR GRANULE 

L14 0 S L12 (N) PARTICLE 

LI 5 OS L12 (W) PARTICLE 

L16 46 S L12 AND CNS 
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10/511951 LANOTRIOIHS reg no- text search USPOPUB eearch 

Uploading C:\Progr«a Files\Stnexp\0ueriea\200T eaaeeM05ll9B7\laaotrigine.etr 
LI CTRUCTUSS UPLOMIED 



.» d 11 

LI HAS HO ANSITBRS 
LI STR 




Stnieture actrlbutee sust be viewed using STN Expreae query prepsretion. 



■> a II mam 

SAMPLE SSMUH INITIATBD lCt5I:0S PI LB 'RBOISTRY' 

r SEARCH COHPLSTED - 9 TO ITEEATB 



100.0% PROCESSED 
SSARCU TIKE: 00.00.01 



FULL FZLB PROJECTIONS: 
PROJECTED ITERATIOHSt 



9 ITERATXOHS 



OHLIMB 
BATCH 



«> a 13 1*3 ibib aba 

•IBIB* IS NOT A VALID FORMAT FOR PILE 'RBOISTRV 
'ABS' IS NOT A VALID FORMAT FOR FILE 'REOISTRY' 

The following are valid foraata: 

Substance inCorutien can be displayed by requesting individual 
fields or predefined foraats. The predefined substance formats 

are: (RH • CAS Registry Muaber) 



SAM 

FIDE 

IDE 

SQIOS 

S0IOE3 

SQO 



Index Nome, MP, and atructure • no RM 
All substance data, except sequence data 
FIDE, but only 50 names 
IDE, plus sequence data 

Sane as SOIDB. but 3 -letter amino seid codes are used 
Protein sequence data, includes RN 



searched4/4/01 



I0/$11987 LANOTRIGIHE reg no-text search USPGPUB search 

S0D3 - Sane as SQD. but 3 -letter amino acid codes are used 
SON - Protein sequence name information, includes RH 

CALC - Table of calculated properties 
SPROP - Table of experimental properties 
PROP • EPROP and CALC 

Any CA File format may be combined with any substance format to 
obtain CA references citing the substance. The substance forasts 
must be cited first. The CA File -predefined fonaats are: 

ABS -- Abstract 

APPS Application and Priority Information 

BIB CA Accession Number, plus Bibliographic Data 

CAN -- CA Accession Number 

CBIB CA Accession Mu^r. plus Bibliographic Data <caapr«ss«d) 
I8D Index Data 

IPC -- International Patent Classification 

PATS PI. SO 

8T0 BIB. IPC. and KCL 

lABS -- ABS. indented, with text labels 
IBIB BIB. indented, with text labels 
X8TD STD format, indented 

OBIB AN, plus Bibliographic Data (originall 

OIBIB OBIB, indented with text labels 

SBIB — BIB, no eitationa 

SXBIB ZBia. no citations 

The ALL format gives PIDE BIB ABS IMD RE. plus sequence data when 
it is available. 

The MAX format is the sane as ALL. 

The ZALL format is the sane as ALL with BIB ABS and ZND indented, 
with text labels. 

For additional information, please consult the following help 
n«ssagssi 

HELP DPIBL08 -- To see a conplete list of individual display fields. 
HELP PORNATS -- To sea detailed descriptions of the predefined formats. 
EirrER DISPLAY FORMAT (IDBttide 

L3 ANSWER 1 OF 3 REGISTRY COPYRIGHT 3007 ACS on 8TM 

RM 8S53IC-75-S REOISTRY 

ED Entered STN: 33 Nay 200C 

CN Butanoic acid, 4- {[3- t C4- 1 1 J.4-dichloro-5- (3, 5-dianino-l,a,4-trlasln-•- 
y^)phe^yl)aminol -1,4-dioxobutylIaminolethylIaninoI -4-oxo-, ethyl ester 
(9CI) (CA INDEX NAME) 

MF C3I U26 C12 NS OS 

SR CA 

LC STN Piles: CA, CAPLUS 
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CO O O 

II (I (I il 

EtO- C- CH2- CH2 - C- MH- CH2-CH2- NH- C- CHj - CH2- C- NH 



N 



DATA AVAILABLE IN THE 'PROP* FORMAT* • 

1 REFERENCES IN FILE CA <1»07 TO DATE) 

1 RBPERBNCSS IN PILE CAPLUS (1907 TO DATE) 

ANSWER 2 OF 3 REOISTRY COPYRIGHT 3007 ACS on 8TO 
478189-71-8 REOISTRY 
Entered STN: 06 Jan 3003 

l,3.4-Triazine-3.5-diamine-3, 5-13C3-N. N' . 1,2.4-15115. C- (a,3-> 
dichlorophenyl)- {9CI) (CA INDEX NAME) 
C9 H7 C12 NS 



SR CA 
LC STN Piles: 



CA. CAPLUS. CASREACT 



13C' 

iSNHa 



I REFERENCES IN FILE CA (1907 TO DATE) 

1 RSFEREHCES IN FILE CAPUIS (1907 TO DATE) 

AHSHBR 3 OP 3 REGISTRY OOPYRIOKT 3007 ACS on STN 
4S4C9S-04-6 R»>XSTRY 
Entered STN: 25 Sep 2002 

R.H- dimethyl-, coi^. with «- (3.3-dichlorophenyl) -l,3,4- 



I0/5ll987 LAMOTRICINB reg no-text search USPOPUB search 

triasine-3,S-dianine (3:2) (9CI) (CA INDEX HAMS) 
MP C9 H7 Cia M5 . 3/2 C3 H7 N O 



LC STN Files; 



CA, CAPLUS, USPATa. USPATFULL 



CRN 64057-54-1 
CMP C9 H7 C13 NS 



C»3 

H3C-N-CH— O 



1 REFERENCES IN FILE CA (1907 TO DATE) 

1 REFERENCES IN PILE CAPLUS (1907 TO DATE) 



•> S 11 SSS full 

FULL SEARCH INITIATED 16:5«!39 FILE •REGISTRY' 
FULL SCREEN SEARCH COMPLBTSD - 212 TO ITERATE 



212 ITERATIONS 



13 a SEA SSS FUL LI 



m> fil heaplus 

COST III U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
178.40 178.61 



FILE 'HCAPLUS' SOTSREO AT 14:56:47 ON 04 APR 3007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER ACREBMEirr. 
PLEASE SEE "HELP USAGBTERMS" FOR DETAILS. 
COPYRIGHT (C) 3007 AMERICAN CHEMICAL SOCIETY (ACS) 

copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
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10/S119a7 LWaTRICINB reg i 



t-text ncrch USPOPUB search 



for rerard* published or updated in CtmBieal AbaCreets afCer Deee«ber 
2C. I99S). unlee* otherwiae indicated In the orisxMl publicationa. 
The CA Lexicon ia the copyrighted intalleecual property ot the 
the Anerican Cheoicol Society and ia provided to asaiat you in acsrehiDg 
databaaea on STK. Any diaaeninatlon, diatribution. copying, or atoring 
of tbia infomation, without the prior written consent of CAS. ia 
atrictly prohibited. 

riU COVBRS 1»07 . 4 Apr 3007 VOL 14« IBS IS 
PXL8 LAST UPSATBDi 3 Apr 3007 (20070403/EDI 

Mew CAS Inforaation Use Policies, enter RELP USAGETBRMS for details. 

Tbia file contains CAS Registry numbers for easy and accurate 
aubatance identification. 

d bia 

(FILE 'HOKB' ENTERED AT Ifi:SS:13 W 04 APR 30071 

PILE •REOISTRY' EtTTSRED AT lC:5St37 OM 04 APR 2007 

Ll STRUCTURE UPbOADSO 

L3 3 S Ll S88 SAH 

L3 13B B Ll SSS FULL 

PILI -RCAPLUS* EVTBRED AT 1C:S6:47 OM 04 APR 2007 
» a 13/p 

L4 as L3/P 

» d 14 1-2S ibib aba 



ANSITBR 1 OP 35 HCAPLUS COPYRIGHT 2007 ACS on STN 
3006:411970 KCAPLUS 
144:425648 

Laaotrigina analoga for production of anti-lamotrigine 
antibodiea and uae aa iHwunoaaaay reagenta 
Ouyang, Anlong: Arabshahi. Lili; Roberta, Hark: Wall, 
Meliaaa 

Seradyn, Inc., USA 
per Int. J^i.. 131 pp. 
COOSH: PIXXD3 
Patent 
English 



ACCSSSIOM KUMBBR: 
OOCUM 
TITLE: 

R(S) 



PATEOT ASSZGNBB<S) 
SOURCE: 



OOCUKEKT TYPE: 



FAMILY ACC. BUM. COUNT: 
PATENT INFORMATIONS 



KIKD 



DATE 



APPLICATION NO. 
HO 300S-US3ei00 



30051021 



HO 2006047372 A3 20060504 

HO 3006047372 A3 20060727 

HO 3006047372 A9 30061005 

H: AB. AO. AL. AM, AT. AU, AZ. BA, BS. BO. BB. BH, BY, B2. CA. CH. 

CN. 00, CR. CU, CZ, DE, OK, OM. DZ. EC. EE. EG, SS, FI , GB, GO, 

OB. OH, GM. HR. HU. ID, IL. IN. IS. JP, KB. KO. KM. KP. KR. KZ, 

LC, LK, LR. LS. LT, LU, LV. LY, HA. HD. HO. MK. NN. WT, HE. MZ, 

NA, MO, NI, MO. NZ, OH, PO, PH. PL, PT, RO. RU, SC. SO. SB, SO. 

8K. SL, SM. SY. TJ. TM, TM, TR, TT. TI. UA, UG. US. UZ. VC, VM, 

YU. ZA, ZM. ZH 



10/511967 LAMOTRIOINB reg no-text search USPOPtJB search 

or amount of the analog during an imaunodi agnostic assay. Addnl.. the 
lanotrigine analogs can be used in icnunodiagnostic assays to conpete with 
laawtrigine for binding vlth anti-laMtrigioe antilMdies. 



L4 ANSHSR 3 OP 3S 
ACCESSION HUMBBRi 



TITLBt 
AUTHOR (S) : 



CORPORATE SOURCE: 



HCAPLUS COPYRIGHT 3007 ACS on STN 
3005:1010006 HCAPLUS 
144:313050 

A new approach to the synthesis of lanotrigine and 
other 3,S-diamino-l,2,4-tria«ine derivatives 
Ulooskii, E, N.; Sheatakova. T. S.; Oeev. 9. L. : 
Rusinov, V. L.; Chupakhin, O. H. 
Ural State Technical Uaiveraity. Yekaterinburg, 
630003. Ruasia 

Russian Chemical Bulletin 13005). 54(3). 726-732 
CODEN: RCBUBY; ISSN: 1066-5365 
Springer Science*Buainaaa Media, Inc. 
Journal 

English J 

AB A new in principle method for the synthesis of 6-aryI(hetaryl>-3.S-diaaino- y 
1,2,4-triasines by decocposition of pre- synthesized tetrazolofl.S- 
b] [l,3,4lcriazines was developed. The advantages of this method ovor 
traditional Methods were demonstrated using the ayntheais of a modem 
antiepileptic preparation lanotrigine, aa an example. The crystal structure of 
6-phenyltetra»ololl,S-bni.2.4ltrla*U-7-amine ia preaented Imonoclinic, 
space grxiup P21/c, a 10.935(3), b 6.7330(10), C 13.279(3) A. P 
93.20{3)», V 976.1(3) A3, Z 4j . 
REFERENCE COUNT: 37 THBRB ARE 37 CITED HSFBRENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RB FORMAT 

ANSWER 4 OF 25 HCAPLUS COPYRIGHT 2007 ACS on STM 



L4 

ACCSSSION NUMBER: 
DOCUMBNT NUMBSR: 
TITLBi 



INVENTOR (S) : 
PATBNI ASSXGMBEIS) t 



DOCUMENT TYPE: 
LAHGUAOB: 

FAMILY ACC. HUM. COUNT: 



2005:431793 HCAPLUS 
143:430313 

Process Cor preparation of 3,5-dianino-6- (3,3- 
dichlorophenyl)-1.3.4-t^iazine (Lanotrigine) via 
reaction of 3. 3-dicblorab«nsoyl chloride with cuprous 
cyanide and then with aainoguanidine bicarbonate 
followed by cyclizatlon. 
yyas. Shared Kumar 

Torrent Pbamaceuticala Ltd., India 

Indian. 13 pp. 

OOOSH: IMXXAP 

Patent 

Engliah 



PATENT IITFORMATIOM: 
















PATENT NO. 






) 


□ATE 


APPLICATION NO. 




DATE 


IN 1631SO 




Al 




19990935 


IN 1998-CA2171 




199S1214 


CA 3334937 




Al 




20000622 


CA 1999-3334937 




19991207 


CA 3334937 




C 




30040931 








HO 2000035606 




Al 




30000633 


NO 1999-IB19SS 




19991207 


U: AB. AL. 


AM. 


AT, 


AU. 


AZ, BA, 


BB, BO. BR, BY. CA. 


CH. 


CN, CR. CU. 


CZ, DE. 


DK, 


DM, 


EE. 


ES, FI. 


OB, GD, CE. OH. CM, 


HR, 


HU, 10. IL. 


IN, IS. 


JP. 


KE, 


KO, 


KP. KR. 


KZ, LC. LK. LR. LS. 


LT, 


LU, LV. MA, 


MD, MO. 


MX. 


MN, 


MH. 


MX, NO. 


NZ. PL. PT. RO, RU, 


SD. 


SB. SO. SI. 


SK, SL. 


TJ 














RH: CH. OM, 


KB. 


LS, 


MM. 


SD. SL, 


8Z, TZ. UQ. ZN, AT, 


BE. 


CR. CY. OS, 


DX, BS. 


FI. 


FR, 


GB. 


OR. IB. 


IT, LU. PC. ML. PT. 


BE. 


BP. BJ. CP. 
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DE, DK. EE. ES. FI . 



RH: AT. BE. BO. CM. CY, 

IS. IT. LT, LU. LV. MC. NL, PL. PT, 

CF. CO. CI, CM. OA, CN. CO, CH, ML. 

CM. KB. LS, MM. MZ, NA. SO. SL. S2, 

RB, KZ. M>. RU, TJ. TM 

US 3006115865 Al 20060601 
PRIORITY APPLH. INFO. : 



GB. OR. HU, IB, 



RO. SE, SI. SK. TR. BF, BJ. 
MR, KS. SN, TO, TQ, BM. GH. 
TZ. UO. ZM, ZW. AM. AZ. BY. 



US 300S>3S4650 30051030 
US 2004-621764P P 30041035 

US 3005-3S46SO A 30051020 

OTHER SOURCE (S»: MARPAT 144:425646 

AB The invention discloses lamocrigine analogs that have substituents at the 
triazine 3-posicion and on Che benzene 4-po8icion and S-position. The 
lanotrigine analoga can include isnunogenic moietiea that can be used to 
prepare anti-lamotrigine antibodies, or antigenic moieties that can be used 
in inaunodiagnostic assays for lanotrigine. Also, the lanotrigine analog 
con include tracer noietiea for detecting the presence or amount of the 
analog during an iasaunodiagnostlc aaaay. Addnl . , the lanotrigine analoga 
can be used in iemwnodiagnostic aaaaya to compete with lanotrioine for 
binding with ant i - lanotrigine antibodies. LaMtrigine analog preparation ia 
described. 



L4 ANSWER 3 OF 25 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 
INVBMTOR(S) : 

PATENT A88XaMB8(S)t 



< 



HCAPLUS COPYRIGHT 2007 ACS on SIN 
2006:411913 HCAPLUS 
144i43SC47 

Inmrunoasaaya for lamotrigioe 
Ouyang, Anlong: Arababahi. Lili; Roberts. Hark; Hall. 
Meliaaa 

Seradyn. Inc.. USA 

PCT Int. Appl.. 130 pp. 

CODEN: PIXXD3 



FAMILY ACe. NUM. COUNT: 
PATENT INFORMATION: 



Bngliah 



PATENT HO. 



KIND OATS 



APPLICATION NO. 



DATS 



NO 3006047451 A3 30060504 

H: AB. AO. AL, AM, AT. AU, AZ, 
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AB Oenerally. the present invention relates to lanotrigine analoga that have 
substituents at the criatine 3-position and on the benzene 4-position and 
S-position. The latuotrigine analogs can include immunogenic moieties that 
can be used to prepare anti-laiaotrigine antibodiea. or entigenic TOieties 
that can be used ia immunodiagnostic assays for lanotrigine. Also, the 
lanotrigine analog can include tracer noietiea for detecting the preaenee 
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Lanotrigine waa prepared by reaction of 2, 3-dichlorobenzoyl chloride with 
CuCN (1:1-2 molar ratio) in MeCN and a eoaolvent to produce 
dichlorobenzoyl cyanide, reaction of the latter with aminoguanidino 
bicarbonate to produce the cyanoimine intermediate 2- tcyano{2, 3- 
dichloropbeny 1) methylene Ihydraxineearboximidamide, and cyclization of this 
in the presence of aqueous HOB at 80* -reflux. 
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The invention relate* to cryetelline la»otrigine (3,5-(iiaaino-6- (S.S- 
dichloropheayll-l.a.^-triexine) (I> monohydrate end anhydrou* lataetrisine. 
An improved process for nanufacturing these produces cooyrises reacting 
a.3-dichlorabenzoyl cyanide with aminoguanidine biearbanate io aqueous nineral 
acid, optionally together with a water miscible organic solvent, at 
30-aO* to produce the »- (3. 3 -dichlorophenyl ) -2- 

(9uanidinyliiaino)acetorltrile {Schiff baae) (IIJ . The Schiff base IX is 
further cyclixed in aqueous organic solvent, e.g. ale. to produce pure 
lanotrigine of a pbamaceutically acceptable quality which on further 
drying at 45- SO* under vacuum yields lanotrigine nonohydrate. 
and/or on further drying at 100-110» yields anhydrous laaotrigino . 
The IsBBtrigine nonohydrate or anhydrous lanotrigine thereby produced oay 
Chen be braoght into aasociation with a pharmaceutical ly acceptable carrier 
for •teiniatration to • patient io need thereof. 
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A method for preparing the intermediate 3- (3.3.dlchlorophenyl» -3- 
(aminoguanidine)acetonitrile (I: m.p. IBO-lBl*) which coopriaes the 
condensation reaction of 3,3-dichlorobenxoyl cyanide with arainoguanidine 
bicarbonate in a non-aqueous medium in the presence of methanesulfonie acid, 
which produces good I yields and short reaction times. 1 is cyclixed into 
3,5-dia«lino-6-(3,3*dichlor<^nyl)-1.3.4-triazine (II; m.p. 317«) 
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dime ey late 
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AB High*purity 3. 5-diamino-«- (3, 3-dichlor^henyl) -1. a.4-triasine (I: i.e.. 

lanotrigine) is prepared by the condensation reaction of 3, 3-dichlorobenzoyl 
cyanide (II) with 1-3 mol equivalent of an aminoguanidine salt (e.g., 
aminoguanidine dimesylate) in 3-S moX equivalent of methaneaul fonic acid, then 
the obtained adduct (tll) is transformed without isolation into the 
deaired product by contacting it with magnesium oxide, followed by 

erystallisatioa 

of the product from an appropriate organic solvent (e.g., acetone). 
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Process for the preparation of lanotrigine and related 
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Title eompds. U; R - (subetltuted) alkyl. aryll. were prepared by reaction 
of RCOCN with aminoguanidine in the presence of an organic sulfonic acid in 
an organic solvent under anhydrous conditions to give (HO)C(R) (CN)NHNC(NH3)3. 
dehydration of this to give HCC(R) ( :HN:C{llH3)a) . and cyclixation of the 
latter Thus, aminoguanidine hydrochloride in DKF was treated with MeS03II 
and 3.3-dichlorobenxoyl chloride followed by stirring for 1 h. addition of 
80C13. and stirring for 1 h to give 39.3% iminoguanidioe derivative The 
latter was refluxed with KOH in Me3CH0H to give 82% laioocrigine 
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Conpna. coopriaing polypeptidea and druga covalently attached to the 
polypeptide ere diacloaed. Alao provided ia a method for delivery of 
theae drugs to a patient coo^riaing adnlniatering to the patient a coovoaitien 
conqjriaing a polypeptide and a drug covalently attached to the 
polypeptide. Alao provided la a method for protecting druga fron degradation 
coiapriaing covalently attaching Chem to a polypeptide. Aleo provided ia a 
method for controlling releaae of druga firan a coovoeiclon eeopriaing 
covalently ett aching then to the polypeptide. 
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The invention relates to a method for producing 3, S-diaaino-C* f 3, 3- 
dichlorophenylJ-l,2,4-criazine {laaotrigine (1)1. or it* phanueeutically 
acceptable salca. by ring closure reaction froa a-oxo-3,3- 
dlchlorophenyXacetaaidinoaminoguanidlno hydrazone (II) or its aalta. The 
preparation of II froo N-oxides, III (R - linear, branched or cyclic 
(un)aubatituted alkyl. aryl. aralkyl), or their aalta. are alao described. 
Thua, I waa prepared from 3, 3-Cl3C6H3CH:M(0)Ph. via eyanation with MaCH, 
anination to the acetamidine hydrochloride, reaction with aminoguanine 
bicarbonate to give II-HCl, treataent with aqueous HsOH to give the 
free base, which is eyelised to Ii cycliMtien of II'HCI gives 
I-HCl. 
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Laaotrigine (I) la a aodtua channel antagonise used for the treatneac of 
epilepsy. Stable isotopically labeled |H * 1] analogs of X and of its 
N-Mthylated aatabelita II vera prepared uaing [M • S] labeled |13C. 
lSH4)-aBlnoguanidine. obtained from labeled thiourea. The overall yield 
for isotopically labeled II was 34% froo [H * 3] labeled [13C. 
ism} -thiourea. 
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The title coa^ound was prepared by hydrogenation of 3.3*C12CCH3N03 in MeOH at 
80 psi H pressure using Baney Ni catalyst at 30" to give 
3,3-C13C6K3HH3 tihieh was diazotlKed and converted to nitrile with 
CuCH/HaCH at 65-70*. The resulting 3. 3-C12C6H3CN was hydrolyzed to 
give 3, 3-C12C6H3C03 which was converted to acid chloride at 80" 
with SOCia. The 2,3-C12CSH3COCl was cyan© -de halogen a ted with CuCN/Kl by 
refluxing in PhCl under an inert atnoapheric and the product 2 . 3-C12C6H3C0CN 

condensed with aninoguanidine bicarbonate in PhMe in the presence of H3S04 
and p-MoC6H4S03K at 100- 120* , followed by in-aitu cyclization of 
the Behiff base by refluxing with MeONa in MeOH. Crude lamotrigine is 
purified by reerystn. fron HbOB. 
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Isolation of laaotrigine a-M-glucumids fm guinea 
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AB Laaotrigine (LTt is a novel anticonvulsant. Its major swtabolite in buaan 
is a>H>glueuronide (LT-3H0) . In order to investigate Che aetabelie 
characteristics of LT in our laboratory, a reference standard of LT-2Ha was 

required. 

The purpose of this experiment was to isolate pure LT-2M0 frora the urine of 
LT-treated guinea pigs. The pooled urine of guinea pigs fed with LT was 
eluted with aethanol through XAD-3 column. LT-2M0 in the eluent waa 
purified by seni -preparative HPLC equipped with a C8 column and a UV 
detector set at 367 am. The mobile phase for HPLC was O.OIM asnoniua 
acetate <pH 6.6) containing 13t of methanol. The isolated LT-3N0 was 
confirmed by mass, IH HKR and 13C NMR apectroscopic anal. The nol . ion 
432.1, a downfield anomeric proton at 5.39 ppm. and an upfield shift (-6.9 
ppm) of the triazine ring C-3 indicate attachment of the glucuronide to 
the M-2 of LT. These spectra were identical with the reported spectra of 
LT-3N0 isolated from human urine. 
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AB The title corapds. Il; Rl-RS - H, halo. al)tyl. etc-l. useful as 

intermediates for synthesis of 1.3.4-triaxines II (active in the treatment 
of CNS disorders), were prepared by reacting the bensoyl cyanides III with 
aminoguanidine bicarbonate in a mixture of a water-soluble solvent and 
polyphosphorlc acid. Thus, reacting 3 , 3 -dicblorobensoyl cyanide with 
aminoguanidine bicarbonate in the presence of polyphosphorlc acid in MeCN 
afforded 2. 3-dichlerobenxoyl cyanide aBidinohydrazene which was then 
heated under reflux in PzOH to give a,3-diamino-6- (3,3-dichlorophenyl) • 
1,3,4-triaxine. 
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3,5-Diamino-6-{2.3-dichlorophenyl>-l.3,4-tria*ine (lamotrigine) (I) useful 
as antiepileptie drug (no data) ia prepared in a 3 step process. Thus. 
3,3-dichlor^>enzoylchloride was treated with cuprous cyanide in presence 
of Bcetonitrile and a solvent to produce 3, 3-dichlorobenzoyl cyanide, 
further with aminoguanidine and cyclized to produce I. 
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A nethod of casting Che puricy or sCabilicy Co degradation ot a aaapla of 
lanocrigina or a phanaaceutical dosage fozn ceq^rising lamotrlgina 
consists of assaying the sample Cor the presence of a canpound Mleetad fn 
3-afflino-6- (3. 3-dichIorophenyl) -1.3.4-triaKiRe-S- <4H) -one and 
H- [S-amino-6- (3.3-dichlorophenyl) -1. 3.4-Criazine-3-yl) -3,3- 
dichlorobenzamide (I). A process for producing compound I. is also 
disclosed. Lamocrigine was treated vith 3. 3-dichIorobenzoyl chloride to 
give I. TLC-densitometry was used to deternine I in laoofcrigine cablets. 
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Hovel fluorophenyl-criazine and pyriaidine derive. I and their phyeiol. 
acceptable salts are disclosed [wherein Rl - amino, 1-piperazinyl or 
4-al)cylpiperazin-l-yl, where alkyl - Cl-4 chain, preferably Mo; R3. R3, R4 
- halo, preferably F or Ci ; R5 - H or halo, preferably F or CI; Y - N. 
CH] . A method for preparing the conpds. is also disclosed, as are 
phaznaeeucical caafn». co&tainlDg a phaxmaeeutieally acceptable carrier and at 
least one eucb ces«»ound The co^da. are CBS agents vhich act by inhibit iog 
Che release of glutamate. Bxanvlea include 13 ayntheees. 1 standard 
formulation, and biol. data for 5 compds. For instance, 

2.3-dichloro-4,5-difluorobenzoic acid (prepared in 3 ateps) %(ae ecmverted to 
the acid chloride (99%) and then to the acyl cyanide (98%). and Che latter 
was condensed with aminoguan idine bicarbonate and cyclixed (31%) CO give 
tide compound II. In a test for prevention of hypoxic death in nice. XI 
had an EOSO of 0.6 tag/kg i.p.. vs. 1.3 mg/kg for lamotrigine. 
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ACCBSSION NUMBBR: 



TITLS: 
IHVSmORlS) : 



PATENT A8SXGHBB(8I : 



1996:548553 HCAPLUS 
135:195694 

Preparation of lamotrigine. 

winter, Raymond Geoffrey; Sawyer. David Alan; Oazi 
Andrew 

Wellcome Foundation Litaited. UK 
PCT Int. J^l.. 38 pp. 
CODEN: PXXJCD2 
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DOCUMSNT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



Patent 
English 



KIND DATB 



COOBN: PIXXDa 



DOCUMENT TVPB: 



APPLICATION NO. 



DATS 



FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT HO. 



DATE 



APPLICATION HO. 



DATE 



MO 9630934 



AL. AM. AT. 

FI, GB, GG. 
LV, MD, MO, 



RH: KB, LS. 



Al 199S0711 HO 1995-083048 199S1339 

AU, BB. BO, BR. BY. CA, CH, CN. CZ. OB. DK. BB. BS. 

KU, IS, JP, KB, KG, KP, KR, KZ, LK. LR. LS, LT. LU. 

NK, KN, KW, KX. HO, NZ, PL, PT. RO, RU. SD. SB, SO. 



IT, LU. MC. HL. PT. 
NB. SN. TD. TO 



AU 9643115 
BP 800520 
BP 800520 



UO. AT. BS, CH, DE, DK, ES 
SB. BF, BJ, CF, CO, CI, CM 

19960734 AU 1996-43115 
19971015 EP 1995-941817 
20020619 



WO 9620935 

W: AL, AH, AT, AU, 
FI. OB, OB. HU, 
LV, MD, MS, MX, 
81. SI 



Al 



19960711 WO 199S-aB3049 19951: 

I, BO, BR, BY, CA, CH. CN, CZ, DB. OK. BB, 

I, JP, KB. KD. KP, KR, KZ. LK, LR, L8, LT. 

I, MH, MX, NO, NZ, PL. PT, RO. RU, SO, SB. 



HU 77346 

HU 334688 

JP 11501007 

RU 2145603 

AT 319487 

PT 800520 

ES 3177C13 

FX 9103719 

US 5913345 
PRIORITY APPLN. XNFO. : 



AT. as. CH. DE. DK, 
IB, SI. LT. LV 



IT, LI, LU, NL. SB, MC. PT. 



19980330 
30051328 
19990136 
30000320 
20020715 
20031139 
300313 IC 
19910037 
19990C1S 



HU 1997-1867 



JP 1995-530803 
RU 1997-112881 
AT 1999-941817 
PT 199S-941817 
BS 199S>941817 
FX 1997-3719 
US 1997-836153 
GB 1994-26439 
OB 1994-36447 
WO 199S-OB3048 
CASRBACT 125 1 195694; KARPAT 135:195694 



19951229 

199S1339 
19951339 
199S1239 
19951339 
19951339 
19970634 
1991063S 
19941330 
19941330 
19951339 



HU 77347 
JP 11507011 
RU 2163081 
FI 9702720 
US 593575$ 
PRIORITY APPLN. 



RM: KB, LS. MW. SD, SZ. UO. AT, BB. CH, DB. OK. BS. FR, OB. OR. IB, 
IT, LU. HC, HL. PT, SE, BF, BJ. CF. CO. CI, CM. OA, OH. ML, MR. 
HE, SN. TD, TO 

9643116 A 19960724 AU 1996-43116 19951239 

B00521 Al 19971015 EP 1995-941818 19951339 

R: AT. BB, CH. OB. OX, BS, FR. OB, GR. IT, LI, LU. NL, SB, MC, PT. 
IB. 81, LT. LV 

A3 19980330 
T 19990C33 
C2 30010130 
A 19970837 
A 19990720 



KU 1997-1875 
JP 1995-530618 
RU 1997-113931 

FX 1997-3730 
US 1997-836153 
INFO. : GB 1994-36448 

WO 199S~GB3049 

Lamotrigine. 3,5-diamim»-6- (3,3-dichlorophenyl) -i.3.4-triazine (I), is 
prepared by ereacing 6- (3,^•dichlo^opfaenyl)-S-ehIors•3•ebiaaethyl-1.3.4• 
criaxine <IX) vitb NHS. Thus, XX (preparation given) m* heated with ethanolic 
NH3 in a sealed Cube at 180* and 380 pai for 13 h CO give I. 
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ACCESSION NUMBBR: 
DOCUMENT NUMBBR: 
TITLE: 

IHVBNrOR(S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

OOCUKEtXr TYPE: 



1992:138970 HCAPLUS 
116:128970 

Preparation of 6-aminophenyl-3. 5-diamino-1.2.4- 
Criazines as neuroprocecCive agenCs 
Leach, Michael John; Hobbs. Malcolm Scuart 
We 11 COM Foundacion Ltd.. UK 
Bur. Pat. Appl.. 13 pp. 



Lamotrigine (X) wee prepared by irradiacioa of (II; R - CH. OONH3) wich UV or 
visible rsdiation in an organic solvent, or. when R • CN, by beating. Thus. 
II (R - CH> was refluxad in l-propanol under irradiation from a medium 
pressure Hg lamp for 8 h to give 73% lamotrigine. 

HCAPLUS COPYRIGHT 3007 ACS on STN 
1996:546365 HCAPUI5 
135:195693 

Preparation of lamotrigine. 
Lee, Orahame Roy 
Wellcome Foundation Limited. UK 
PCT Int. Appl., 35 pp. 



TITLE; 

INVENTOR (81 t 
PATENT ASSIONBB(S) : 



FAMILY ACC. NUM. COI 
PATSNT INFORMATION: 

PATENT NO. 

BP 459839 

R: AT, SB 
ZA 9104158 
CA 3043643 
FI 9103633 
AU 9178099 
AU 630811 
HU 60736 
JP 06035193 
PRIORITY APPLN. INFI 
OniER SOURCE (8) ; 



Patent 
English 



KIND DATB 



DATS 



19911304 



CH. DE. DK. ES. FR. GB 

A 19930301 

Al 19911202 

A 19911202 

A 19911205 

83 19921105 

A3 19921038 

A 19940301 



APPLICATION HO. 



EP 1991-304963 19910531 

OR, IT. LI. LU. NL. SE 

ZA 1991-4158 19910530 

CA 1991-3043642 19910531 

FI 1991-3622 19910531 

AU 1991-78099 19910531 



HU 1991-1827 
JP 1991-235335 
OB 1990-12313 



19910S31 
19910531 
19900601 



MARPAT 116:138970 
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MH3 r3 



Title ctmpda. (I: 1 of R1-R3 - CI «nd che others - R or d: R4. RS - H, 
alkyl) were prepared Thus. 2,S.3-C13(H2M)C6H2C03H waa converted in 3 ateps 
to 2.3.5-C13C€H2COCN which w«« cyclocondenacd with Hanc ( :NH) KHima and the 
product nitrated to give, after reduction. I (R1-R3 ■ Ci. R4 - RS - H) . The 
latter had ICSO of <10 against glutaute releaae froa rat brain 
■lieea. 
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FAMILY ACC. NUM. OOUirr: 
PATENT INFORMATION: 



1988:113505 HCAPLUS 
10B:113SOS 

preparation of 3 . S-diaaioo-C- (3, 3>dichlorophenyl) - 

1, 3.4-triazine iaethionate as an antiepileptie 

Sawyer. David Alan; Copp, Frederick Charlca 

Mellcooe Foundation Ltd.. UK 

Bur. Pat. Appl.. 5 pp. 

OOOEN: BPXXZW 

Patent 

English 



PATENT NO. 



KIND 



□ATE 



SP 341893 
BP 341893 

R; AT. \ 
DK B7037S9 
DK lfi6318 
DK 186378 
PI 8702406 
FI 90170 
FI 90770 
AU 8773684 
AU 597983 
JP 62389570 
JP 01051571 
HU 45978 
HU 196769 
ZA 870389C 
US 4847349 
AT 63903 
CA 138G670 
IL 83710 
PRIORITY APPLH. II 

AB The tide 



Al 19871303 

Bl 19910434 
CH, OB. ES, FR. CB. 1 

A 19871301 

a 19930339 

C 19930833 

A 19871301 

B 19931315 

C 19940335 

A 19871203 

B3 19900614 

A 19871316 

B 1999D60S 

A3 19880938 

B 19890130 

A 19890125 

A 19890711 

T 19910515 

C 19910723 

A 19930115 



APPLICATION NO. 



EP 1987-304776 



(I.iaethionaee). 



PI 1987>a40C 

AU 1987-73684 

JP 1987-134773 

HU 1987-3487 

ZA 1987-3896 

US 1987-S6136 

AT 1987-304776 

CA 1987-538395 

IL 1987-82710 

CB 1986-13183 H 

BP 1987-304776 K 
uaeful «■ an ancieonvula 



19870539 

19870539 

19870539 
19870539 
19870S39 
19870529 
19870529 
19860530 
19870S39 
nc (no datal, 
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was prepared by reaction of I with 2 -hydroxy ethane aul tonic acid (II) or by 
reaction of I salts with the anion of II . A 1.0 M aolution of Na iaethionate 
in H30 was passed through a column of IR 120 (H) ion exchange reain. I 
(preparation given) was added to the resulting II and che aolution was filtered 
and evaporated Recryatn. frcM industrial Methylated spirit gave 12% 
I . isethionat*. 
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Triazine ccnpounda having cardiovaacular activity 
Allan. Geoffrey: Miller. Alastair Ainalie; Sawyer, 
David Alan 

Helleoae Foundation Ltd.. UX 

Eur. Pat. Appl.. 24 pp. 
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Patent 

English 



PATENT NO. 


KIND 


DATE 


APPLICATION NO. 
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BP 


14230C 
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OTHBR » 


}URC8(8): 


MARPAT 


109:143031 











Ra Ri 

\ / N-NR 

-'-P 5="^" 

R* r5 H2H 



AB Tautomeric ininotriazinamines I (R • (un) substituted cl-10 alkyl. C3-10 
alkenyl. C3-10 alkynyl, C3-10 cycloalkyl; Rl-RS . H. halogen, alkenyloxy. 
acyl. acylojcy. eyano. N03. aryl, alkylthio. (un) substituted alkyl. 
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alkenyl. alkynyl. alkoxy. amino; R1R2, R2R3. R3R4 , R4R5 - CH:CKCH:CH] were 
prepared Thus, 3 , S-dia«ino- 6- (2 , 3-dichlorophenyl) - 1 , 2 , 4 -triazine ms 
alkylated with Me2CHI to give I -HI (R - Me2CH. Rl - R2 - CI; R3-RS - H) 
which was converted to the oeaylate salt (II) (12% overall yield). II at 
1 ng/kg i.v. to rats increased the amount of aconitine required to elicit 
ventricular arrhythniaa by 4901 compared with 84% for l ag/kg verapamil. 
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Substituted aromatic compounds 
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19031019 
19611117 
19641304 
19671105 
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AB ((Cyanobenzylidene)aainojguanidines 1 (R-R4 - H, halo, alkyl. F3C; HRl - 
HC:CHCS:CH, halobenzo, trifluoromethylbenzo. alkylbenxo) were prepared £1 
the benzoyl cyan idea II and H2NNHC ( :NH)NH3 and were useful aa 
intexwedlatee in the preparation of ant iconvu leant triaxines III. Thus, 
2.3-C13C6H3COC1 was treated with CuCH to give 2. 3-C13C6H3COCN which was 
Created with H3NNHC( :HH}NH3 to give I (R - Rl - CI . R3 - R3 - R4 - H) . 
which was cyelized by Rem to give III (R - R3 - CI. R2 - R3 - R4 - H) 
(IV). The anticonvulsant BD50 of IV was 3.4 ag/kg in th« maximal 
electroshoek test. 
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AB Triazin«« I (R ■ HH3. •cylanitto. aainomothyleneanino; Rl • •ubetituted Ph) 
were prepared Thua, 3.3-C13C6H3I waa Orignard carboxlated and the 
3,3-C12C6H3C02H converted to the chloride and treated with CuCN to give 
3.3-C13C6H3COCi> which waa cyclixed with aainoguanidine bicarbonate to I (R 
. NH2. Bl - 3.3-C12C6H3). The latter compound had an ant i con vu leant ED50 of 
3.4 ng/kg orally in nice. 
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ST lanotrigine particle ttorphol seizure treatnent 
IT Phenols, biological studies 

«Lt THU (Therapeutic use): BIOL (Biological study): USES (Uses) 

{1.6-dialkyl: pharsiaceut ical cocspOBitien containing lanotrigine particles of 
defined norphol . and excipient«) 
IT Alcohols, biological scudiea 

RL: THU (Therapeutic use): BIOL (Biological study); USES (Uses) 

(Cl6-ia; pharaaceutical composition containing lanotrigine particles of 

defined 

norphol. end excipients) 
IT Quaternary aononiun coapounds. biological studies 

RL: THU (Therapeutic use); BIOL (Biological study): USBS (Uses) 

(alJtylbenzyldinothyl, chlorides: pharMceutical conposition containing 
lanotrigine particles of defined norphol. and excipients) 
IT Drug delivery systems 

(liqs.. oral: pharaaceutical coiQtesition containing lanotrigine particles of 
defined norphol. and excipients) 
IT Drug delivery systems 

(particles; phaxmaceucieal composition eontsining lanotrigins particles of 
defined aorpbel. and sxeipxents) 
IT Aeecia 

Anticonvulsants 
Chondniles 
egg yolk 



lotrigine particles of dafined 



Seizures 

(phatmaeeuticsl composition containing Isi 

nrphol. 

and excipients) 
T Alcohols, biological studies 

Bentonite. biological studies 

Carbohydrates, biological studies 

Caseins, biological studies 

Gelatins, biological studies 

Kaolin, biological studies 

Polyoxyallcylenes, biological studies 

Tocopherols 

RLt THU (Therapeutic use); BIOL (Biological study); USBS (Uses) 

(pharmaceutical ceapositioo containing lanotrigine particles of defined 

and excipients) 
Drug delivery systens 

(solids, oral; pharn»aceutical compoaition containing lanotrigine particles 

defined norphol . and excipients) 
Pats and Olyceridic oils, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study): USES (Uses) 

(vegetable, bydrogenated; phaxvaeeutical eooipositian containing Isaotrigine 
particles of defined morphol. and excipients) 

Fats and Olyceridic oils, biological stttdies 

RL: THU (Therapeutic use); BIOL (Biological study): USBS (Uses) 

(vegetable: phamaceut ical eeoposition containing lanotrigine particles of 
defined norphol. and excipients) 

9003 -01-40, crossl inked 

RL: THU (Therapeutic use): BIOL (Biological study): USBS (Uses) 

(Carboner; phanaeeutical composition containing lanotrigine particles of 
defined aoEpliol. and excipients) 

9003-3»*8D, erossiin]ced 

RL: THU (Therapeutic use): BIOL (Biological study): USES (Uses) 
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of 



(Crospovidone; phanoaeeutieal composition containing lanotrigine particles 



defined norphol. and excipients) 

99- 96-70. alkyl esters 

RL: THU (Therapeutic use) ; BIOL (Biological study) ; USBS (Uses) 

(Parabens; pharmaceutical conposition containing lanotrigine particles of 
defined norphol. and excipients) 
7631-86-9. Colloidal silicon dioxide, biological studies 
RL: THU (Therapeutic use); BIOL (Biological study): USES (Uses) 

(colloidal; pbaxnaesutical eenposicion containing Isaotrigine particles of 
defined morphol. and axeipients) 
9004-34-6, Cellulose, biological studies 

RL: THU (Therapeutic use); BIOL (Biological study); USBS (Uses) 

(aicrocryst . ; pharaaceutical composition containing lanotrigine particles of 
defined norphol. and excipients) 
50-21-5. Lactic acid, biological studies 50-70-4. Sorbitol, biological 
studies 50-99-7. Dextrose, biological studies 56-81-5. Olycerln, 
biological studies 57-15-8. Chlorobutanol 57-48-7, Fructose, 
biological studies 57-50-1, Sucrose, biological studies 57-55-6. 
Propylene glycol, biological studies 57-86-5. Ctiolesterol . biological 
studies 60- 00*4, Bthylenediaaine tetraaestic acid, biological studies 
60-13-e, Phenetbyl alcohol 63>42-3, Lactose 64-17<S, Bthyl alcohol, 
biological studies 64-19-7, Acetic acid, biological studies 6»-6S>8, 
Mannitol 73-17-3. Sodiun lactate 77-92-9, Citric acid, biological 
studies 79-4I-4D. Methocrylic acid, polymers 81-07-2. Saccharin 
B7-69-4. biological studies l00-51-6. Benzyl alcohol, biological studies 

100- 32-7. Propylene carbonate iai-S4-0. Benzethoniun chloride 
137-09-3, Sodium acetate 138-37-0, Butylated hydroxy toluene, biological 
Studies 12B-44-9. Sodium saccharin 471-34-1, Calcium carbonate, 
biological studies 536-95-4, Otucooic acid 527-07-1. sodium gluconate 
532-32-1, Sodium bensoate 546-93-0, Magnesium carbonate 994-36-5, 
Sodiun citrate 1309-4 8-4. Magnesiun oxide, biological studies 
1337-43-1. Hagnesiua aluninuo silicate 7447-40-7, Potassium chloride, 
biological studies 7631-90-5, Sodiun bisulfite 7647-14-5. Sodium 
chloride, biological studies 7681-57-4. Sodiun netabisulf ite 
Tribasic calcium phosphate 7778-18-9, Calcium sulfate 

Dibasic calcium phosphate dihydrate 8013-17-0. Invert sugar 
Liquid glucose 9000-30-0, Ouar gun 9000-65-1. Tragacanth 
Psctia 9003-89-S. Polyvinyl slcohol 9003-39-8, Povidone 
Csrboxyneebylcsllulose sodiun 9004- S3 -9, Dextrin 9004-57-3, 
Bthyl cellulosB 9004-62-0, Hydroxyethyl cellulose 9004-64-2. 
Hydroxypropyl cellulose 9004-65-3, Hydroxypropyl nethylcellulose 

9004- 67-5, Mttthylcellulose 9005-25- a. Starch, biologicol studies 

9005- 32-7. Alginic acid 9005-37-2, Propylene glycol alginate 
900S-38-3, Sodiun alginate 9050-04-8 9050-36-6, Hslcodextrin 
9063-38-1, Sodium starch glyeolate 11138-66-2. Xanthan gua 14807-96-6, 
Tale, biological studies 22839-47-0. Aspartame 25013-16-5, Butylated 
bydroxysnisole 3S333-66-3. Polyethylene glycol 36653-82-4. Cetyl 
alcohol 39404-33-6, Dextrates 54183-63-60. Polocrilin. potassiun fom 
74811-65-7, Croscaraellose sodiun a40S7-B4-l. Lanotrigine 

RL: THU (Therapeutic use); BIOL (Biological study); USBS (Uses) 

(pharmaceutical cot&position containing lanotrigine particles of defined 

norphol . 

and excipients) 
ALL AMSWSRS HAVE BES» SCANNED 
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(FILE 'HOMB- BKI-EREO AT 16:55:13 ON 04 APR 2007) 

FIL8 •RBOZSTRY* BNTBRSD AT 1«)SS:37 ON 04 APR 3007 

LI STRUCTURE UPLOAD8D 

L3 3 S LI SSS SAM 

L3 128 S LI SSS FULL 

PILE 'HCAPLUS' ENTERED AT 16:96:47 OH 04 APR 2007 
M 25 S L3/P 

B US2005a33B724/PII,PRH.AN 
L5 OS B3/RH 

LC 1 S B3 

» fil reg 

COST IN U.S. DOLLARS 



SINCE PI LB TOTAL 
BNTRV SESSION 
78.59 397. IC 



FULL BSTIKATBD COST 

Discoutrr amounts (for qualifyinq accounts) since pile total 

BKtRY SESSION 

CA SUBSCIUBSR PRICE -19.50 -19.90 

PILE 'REGISTRY' ENTERED AT 16:58:38 ON 04 APR 2007 

USE IS SUBJECT TO TBS TERNS OP YOUR STN CUSTOMER AORSEMENT. 

PLEASE SEE *HBLP USAOBTBRKS" FOR OBTAILS. 

CDPYRIOHT (C) 2007 Anerlcsn Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VISITI data file 
provided by lofoChea. 



STRUCTURB FILB UPDATES: 
DICTIONARY FIL8 UPDATBS: 



3 APR 2007 HIGHEST RN 939074-03-3 
3 APR 2007 HIGHEST RN 939074-03-3 



7758-87-4, 
7789-77-7. 
8037-56-3. 
9000-69«5, 
9004-32-4. 



For information 



New CAS Information Use Policies, enter HBLP USACETEHMS for details. 

TSCA INFORMATION NOW CURRBJfT TBROUBH Deeesdier 2. 200C 

Please note thst search-tera pricing does apply when 
conducting SmartSELBCT searches. 

REOISTRY includes numerically searchable data for experinental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For *»f«i™ 
on property searching in REGISTRY, refer tot 

http: //www. caB.org/ONLINB/UB/regprops . html 
-> s 16 

L7 0 US300S23B724/PN 

-> d his 

(FILE 'HOME* ENTERED AT 16:55:13 ON 04 APR 2007) 

PILE 'REGISTRY' EtffSRSD AT 16:55:37 OH 04 APR 2007 

LI STRUCrURS UPLOADED 

L2 3 S LI SSS SAM 

L3 128 S LI SSS PULL 
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•HCAPLUS' EWrEBSO AT 16:SC:47 ON 04 APR 2007 
3S S U/P 

C US300S039a734/PN,FIUI.AN 
0 S B3/RN 



; B3 



•RSOISTRY' 
0 S LC 



AT lC:5;>3e OH 04 APR 3007 



fil hCftplUB 

ST XH U.S. - 



SINCE FILE 
EKTRY 

s.es 

SINCE FILE 
EKTRY 
0.00 



TOTAL 
SESSION 
3(3.01 

TOTAL 
SESSION 
'19.50 



FULL BSTIHATBO COST 

DISCOUMT AMOUNTS (FOR QUALXrYINQ ACCOUNTS) 

CA SUBSCRIBER PRICE 

FILE 'HCAPLUS' ENTERED AT 17:00:04 ON 04 APR 2007 

USE IS SUBJECT TO THE TERMS OF TOUR STN CUSTOMER AORBEMSNr. 

PLBASB SEE 'HELP USAOETBRMS* FOR DETAILS. 

COPYRIGRT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of tha article* to which record* in thia databaae refer i* 
held by the publiahera Hated in the PUBLISHER <PB) field (available 
for record* publiahed or updated in Cbenical Abacract* after Decenber 
2C, 199fi). unlea* ocherwiae indicated in the orisinal publication*. 
The CA Lexicon i* the copyrighted intellectual property of the 
tha AMriean Cbenical Society and i* provided to aaaiat you in eearching 
database* on STH. Any diaaeaination. di*tribution, copying, or *toring 
of thi* infomacion, without the prior written eonaent of CAS, is 
strictly prohibited. 



FILE COVERS 1907 - 4 Apr 2007 
VILE LAST UPDATED: 3 Apr 2007 



VOL 146 ISS IS 
(30070403/BD) 



New CAS inforaation Use Policies, enter HELP USACBTBRMS Cor detail*. 

This file contaias CAS Registry Number* for easy and accurate 
■ubstance ident i C ieat ion . 

a lanotrigine/cn 

REOlstRY INITIATED 
Substance data SEARCH and croasover fro«a CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved stzuctures. 



■ 3 . S -d iaaino* 6 • ( 3 . 3 - diehlorophenyl )-l.2.4-triazine'' 
C8S9B57 -3- 
C3S5474 "5* 
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3SS3C 

3B715J9 
91OS408 
£659857 
1503» 
»07«f3S 
910S4DB 
5SSS409 
41BB4 
10234 



'DIAMINO" 
•DIAMIN03- 
•OIAMIHO- 
( -DIAMINO* 



OR -DIAMINOS-) 



-DICHLOROPHBNYL- 



TRIAZIHE" 
TRIA2IMES- 
444fi4 -TRIAZINS' 

CTRIAZINS" or -TRIA2IMES-) 
37 "3 , 5- DIAMI NO- fi -(2,3- DICHLOROPHEMYL) -1.2.4 -TRIAZINS" 

(-3- (W) "S- (W) -DIAMIMO- (H) -S- (W) -2' (W) -3- IN) -DICBL0R3PHBNYL- (W) 
•1- (H) -a- (W) •TRIAtlNS-) 



37 ANSMERS HCAFLUS OOPYRIOfrT 2007 ACS on STN 
ICM C07O2S3-06 
ICS ASIK031-53 

3a-l9 fHeteroeyelie CBBtpo»m1s (More Than One Hetero Atoa)) 
Section cross- reference (s) : l. «3 

Preparation of 3.5-diamino-fi- ( 
a, 3 -diehlorophenyl ) -1.2, 

4-triazine iaethionate as an antiepileptic 

aainodichlorophenyltriazine iaethionate prepn anticonvulsant; trisxine 
diaminodichlorophenyl iaethionate prepn anticonvulsant 
Anticonvulsant* and Antiepileptic* 

(diamine (diehlorophenyl ) triazine . iaethionate) 
C574-97-6. 2, 3 -Diehlorophenyl cyanide 
RL: RCT (Reactant); RACT (Iteactant or reagent) 

(cyclocondensation of, with sninoguanidine) 
3582-30-1. Aninoguanidine bicarbooste 
RL: RCT (Reactant); RACT (Reactant or reagent) 

(cyclocondeniation of, with diehlorophenyl cyanide) 
64057-84-1? 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and conversion of. into iaethionate salt) 

113170-BS-BP , 

RL: BAC CBiological activity or effector, except adverse); BSU (Biological 

study, unclassified); SWI (Synthetic preparation): THU (Therapeutic uee) ; 

BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 
(preparation of, as anticonvulsant) 

107-36-8. Isethionic acid 

RL: PROC (Proceas) 

(salt formation of. with diaaiinotriazine derivative) 



The following are valid formats: 

ABS -- GI and AB 

ALL BIB, AB. XND, RE 

APPS AJ. PRAI 

BZa AH. plus Bibliogrsphie Data 



and PI csble (default) 
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CAN List of CA abstract numbers without answer nuabers 

CBIB AN. plus Compressed Bibliographic Data 

CLASS IPC. MCL. ECLA, PTERM 

OALL ALL. deliiaited (end of each field identified) 

DMAX MAX, delimited for post -processing 

PAM AN. PI and PRAI in table, plus Patent Family data 

FBIB AN. BIB. plus Patent FAM 

IND Indexing data 

IPC International Patent Classifications 

HAX ALL, plus Patent FAM. RE 

PATS PI, SO 

SAM CC. SX. Tl. ST. IT 

SCAN CC, SX. TI. ST. IT (randon display, no answer nunbers; 

SCAN isuBt be entered on the same line as the DISPLAY, 

e.g.. D SCAN or DISPLAY SCAN) 
STD BIB, CLASS 

lABS ABS, indented with text labels 

lALL •••-•>-- ALL, indented with text labels 

IBIB BIB. indented with text labels 

IMAX MAX. indented with text labels 

ISTO STD, indented with text Isbels 

OBZB AN, plus Bibliographic Data (original) 

OIBIB OBIB, indented with text labels 

SBXB BIB, no citations 

SIBIB IBIB. no citations 

BIT Fields containing hit terns 

HITIND IC. ICA, ICl. NCL, CC and index field (ST and IT) 

containing hit terra* 
HITRN HIT RN end its text modification 

HITSTR HIT RN, ita text modification, its CA index name, and 

its structure diagram 
HITSSQ HIT RN. its text modification, it* CA index name, its 

structure diagram, plus NTS and SEQ fields 
FHITSTR First HIT RN. its text nodlf ication, its CA index name, and 

its etructure diagram 
FBXTSEQ First HIT RN. its text modification, its CA index name, its 

structure diagram, plua NTE and SBO fields 
KHIC Hit tern plus 20 word* on either oide 

OCC - Nunber of occurrence of hit term and field in which it occurs 

To display a particular field or fields, enter the display field 
codes. For a list of the display field codes, enter HELP DFIELOS at 
an arrow prompt {») . Examples of fermsts include: TI; TI.AU; BIB, ST; 
TI.IND; Tl.SO. You nay specify the format fields in any order and the 

inforeation will be displayed in the same order aa the format 
apecif ication. 

All of the format* (except for SAM, SCAN, MIT. HITIND, HITRN. HITSTR, 

FHITSTR, HITSEO, PHITSEO. IWIC, and OCC) may be used with DISPLAY ACC 

to view a specified Accession Number. 

HOW MANY MORS ANSWERS DO YOU NISH TO SCAN? (I):ide 

•IDE' IS NOT VALID HERE 

To display more answers, enter the number of answers you would like to 
■ee. To end the di*play, enter "HONE*. -H'. -O". or "END". 
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BOW MANY MORE ANSNBRS DO YOU NISH TO SCAH7 (l) :S 

LIO 27 AHSMBRS BCAPUIS COPYRIGHT 3007 ACS on STH 
IC ICM A61K031-00 

ICS C07D3C3-32 
TX Process for the preparation of 3,S'dismino- 

C- ( 3 . 3 - dichlor^henyl ) - 1 , 

3. 4- triazine 

LIO 27 ANSWERS HCAPLUS COPYRIGHT 2007 ACS on ffTH 
CC 75 (Crystallography and Liquid Crystsls) 
TI Lamotrigine dimethyl Cormamide sesquisolvate 

LIO 27 ANSWERS HCAPLUS CXIPYRIOHT 3007 ACS on STH 
CC 35-20 (Benzene, Its Derivatives, and Condensi 
TI Synthesis of 3.3'Dichlorabensonitrile 

ST dichloroaniline diaxotlzation; dlchlorophenyldiaziniun prepn Sandmeyer 

reaction; diehlorobenzonitrile prepn 
XT Substitution reaction 

(Santteeyer: preparation of diehlorobenzonitrile via diazotization of 

dichloroaniline followed by San<taeyer reaction) 
IT C08-37-5, 3.3-Oichloro«niline 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of diehlorobenzonitrile via diazotization of dichloroaniline 

followed by Sandmeyer reaction) 
IT 73260-77-3P 

RL; RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation): RACT 
(Reactant or reagent) 

(preparation of diehlorobenzonitrile via diazotizetion of dichloroaniline 
followed by Sandmeyer reaction) 
IT 6S74-97-6P, 3, 3 -Diehlorobenzonitrile 

RLi SPN (Synthetic preparation); PREP (Preparation) 

(preparation of diehlorobensonitrile vie diazotization of dichloroaniline 
followed by Sandmeyer reaction) 

LIO 27 ANSWERS HCAPLUS COPYRIGHT 2007 ACS on STN 
IC ICM C07Ca81-18 

CC 28-19 (Heterocyclic Compounds (More Than One Hetero Atom)) 

Section cross- reference (s) : 45 
TI Process for prepsring 3- (3,3-dlchloraphenyl) -3- 

{anlnogu*nidine)acetonitrlle and a process for its cyelization into 

3.5- diamino-«- (2.3 
-diehlorophenyl ) -1, 2, 4- 

ST diaminodichlorophenyltriazine prepn cyelization 

diehlorophenyl aninoguanidineacotonit rile 
IT Alcohols, use* 

RL: NUU (Other uee. unclassified); USSS (Uses) 

(aliphatic, solvents; in the cyelization of 2- (3, 3-dichlorophenyl) -3- 

(amino9usQidine)seetonitrile into 3,5- 

dismlno-C-(a.3- 

diehlorophenyl ) - 1 . 2 . 4 - 

triazine ) 

IT Condenaation reaction catalysts 

(methaneaulfonic acid; for the conversion of 3 , 3-dichlorobenzoyl 
cyanide with aminoguanidine bicarbonate in a non-*queou* medium to give 
3-(2.3-diehloro^nyl)-2- (aminoguanidine) ecetonitrile) 

IT Condensation reaction 

(of 2.3-diehterobenzoyl cyanide with aminogusnidine bicarbonate in a 
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non .>queoua aedim in Che preaenca of owchancaulfenic acid to giva 

3- (3 , 3 -dichlorophanyll -2- laminoguanidina) aeatonitriUI 
IT CyclixaCion 

(Qf 2-(3.3>dicMon>phanyl)>3>(aninagu«nidioa}ae«tonicrile into 

3.S-diaBiiio-«'(3. 

) - dichloropbenyl ) • 1 . 3 . 4 

•triazine ) 
IT 7S>7S-3. Hecltanetulfonie acid 

RL: CAT (Cacalyit uae) : USES (Uaea) 

(condenaacien cataJyat; in a procaaa for praparing 3- «. S-diehlorophenyl) • 

2- (aaino9uanidinalaeeconitrila tnm 3. ^-dichlorc^b•nxoyl cyanide and 
aninoguanidina bicaTbonate) 

XT 2583-30-1. Antinoguanidin* biearbonata 77««a-43-9. a , 1 -Oichlorobanxoyl 
cyanide 

RL: RCT (Reaccant); RACT (Reaetant or reasent) 

<in a procaaa for preparing 3- (3.3-diehloxophanyl) -3- 
(aainoguaaidine)acetooicrlla) 
IT 1310-73-3, Sodiwa hydroxide, reaction* 

RI,: ROT (Reagenct; RACT (Reaetant or reagent) 

(in the condenaation of 2. 3 -dichlorobenzoyl cyanide with aainoguanidine 
bicarbonate in a non-aqueoua oediua in the preaenca of nethaneaul f onic acid 
to give 3- (3,3-diehloropbenyl) -3- (aminoguanidine)aeaconitrile) 
XT B4C8»-30-3P 

RL: RCT (Reaetant); SPN (Synchacle preparaclon) ; PRBP (Preparacion) RACT 
(Reaetant or reagent) 

(preceaa for preparing 3- (3. 3-diehloropbanyl) -3- 

ta»inoguanidine)acetonttrilo and « proceaa for ica cyelisaeion ioco 

3 , 5-diaiaino-4 - (3 , 

3- dichlorophenyl > -1.2,4 
-triazine) 

IT e40S7-B4-lP, 3.S-0iamino-S- ( 
3 . 3 -dichlorophenyl ) - 1 . 3 . 
4-triazine 

RL: SPM (Synthetic preparation); PRSP (Preparation) 
(proceaa for preparing 3- (3,3-diehloreplienyl} -3- 

(aainoguanidinelacetonitrile and a procaaa for ita eyclization into 

3,S-dianino-S- (3. 

3 • dichlort^henyl ) • 1 , 3 . 4 

-triazine) 

IT «4-n-5, Ethanol. uaea 67-63-0. laopropanol. uaea 7733-18-5. Water, 
uaea 

RL: HUU (Other uae, unclaaaif led) ; USES (Uaea) 

(aolvent: in the eyclization of 3- (3, 3 -dichlorophenyl) -3- 

{aminoguanidine)aeetonitrile into 3,5- 

diaaino-6- (2. 3- 

dichlorophenyl ) • l . 3 , 4 - 

triazine) 

LIO 37 ANSWERS HCAPLUS OOPYRIGIIT 3007 ACS on STN 
CC 1-3 (Phamacelogy) 

Tl Traaaplacental paaaage of lanotrigine in a human placental perfuaion 

•yatem in vitro and in natemal and cord blood in vivo 
ST lainotrigina anticonvulaant bioavailability placenta perfuaion pregnancy 

fetua epilepay 
IT Enbryo, animal 

(fetua; laaotrigine tranaplacental paaaage in human placental perfuaion 
•yaten in vitro and in natemal and cord blood in vivo) 
IT Anticonvulaant* 

Drug bioavailability 
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SOURCS: 

DOCtntENT TYPE: 
LAMTUACB: 

FAMILY ACC. NUH. COUKT: 
PATBNT INFORHATIOM: 



Indian Pat. Appl. 
COOSN: INXXBQ 
Patent 
Bngliah 



KINO OATS 



APPLICATION MO. 



DATS 



A 20060431 IN 30D6-MU71 30060117 

IN 30O6-Mn3 30060117 

There ia diacloaed an inpzoved proceaa for the preparation of 3. 
5- diaBino-6-(3.3- 
dichlorophenyl ) -1.3,4 • 

triazine which proceaa conpriaea the atep of reacting 

3, 3-dichlorobenzoyXehloride with cuproua cyanide in preaence of 

acetonitrile without the need of a co aolvent to obtain diehlortwnzoyl 

cyanide, aaid dichlorobenzoyl cyanide i* reacted with a«ino guanidine 

bicarbonate to produce a acbiff:a baae, which ia cyclized in preaence of 

aqueouB potaaaiun hydroxide to produce 3,S- 

dianino-6>(3,3- 

dichlorcq>tienyl ) - 1 , 3 . 4 - 

triazine . 



LIO ANSWER 3 OP 37 
ACCESSION HUKBBRi 
TITLS: 



AUTHOR (S) 
CORPORATB SOURCS; 



HCAPLUS COPYRIGHT 2007 ACS on STN 
3007:40805 HCAPLUS 

Cryatal atructure of laaotriginiua hydrogen phthalate 
diaetfaylfomamide aolvate (1:1:1) 
Sridhar. Balaaubraiaanian; Ravikumar. Kriahnan 
Lab. X-ray Cryatal lography, Indian Xnat. Chemical 
Technology. Hyderabad. India 

Molecular Cryatala and Liquid Cryatal* (2O0C) , 461, 
13l*141 

OODEN: MCLCD8; ISSN: 1543- 140C 
PUBLISHER: Taylor Francia, Inc. 

CXXTIMSNT TYPE: Journal 
LANOUACE: Engl i ah 

Afi The title compound. 3, 5-diaaino-S- ( 
3 , 3 •dichlorophenyl ) - 1, 3 . 

4 -triazine -hydrogen phtbalate-diBethylfonutmide. 
C9HeN5C12* -081150-4 •C3H7l» (laawphtbalate) . eryatallizea in 

the triclinic apace group PI with unit cell pnrametera a - 
10.1S87(6) A, b - 11.3704(7) A. c • 13.1976(7) A, « - 
110.797(1)«, P - lll.«l(l)», r - 

99.53(1)*. V - 1151.16(13) A3, and Z - 3. The aaym. unit 

conpriaea one lamotriginium cation, one hydrogen phthalate anion, and one 
DMF BolvAte. The dihedral angle between the two planar ringa ia 
65.3 (I)*, The expected proton trar.afer occura at H2 of the 
triazine ring. Both O-H. . .O and N-H...O hydrogen bonding atabilizea the 
cryatal atructure. 

17 mRB ARB 17 CITED RBPBRBWCSS AVAILABLE FOR THIS 

RECORD. ALL CITATIOttS AVAILABLE IN THE RE FORMAT 



LIO ANSWER 3 OP 37 
ACCESSION NUMBER i 
TITLE: 
AUTHOR (S) : 
CORPORATE SOURCE) 



HCAPLUS OOPYRIOKT 2007 ACS on STN 
3006:1033885 HCAPLUS 

iMotrigine dimethyl foraami da ae*<iui*olVBte 
Sridhar. Balacubraauinian: Ravikusar. Kriahnan 
Laboratory of x-ray Cryatallography. Indian Institute 
of Chemical Technology. Hyderabad. Soo 007. India 
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Epilepay 

Human 

Perfusion 

Placenta 

Pregnancy 

(Xanotrigine tranaplacental paaaage in human placental perfuaion ayatem 

in vitro and in maternal and cord blood in vivo) 
IT Biological transport 

(uptalte; lamotrigine transplacental paaaage in human placental 

perfuaion ayatem in vitro and in Bstemal and cord blood in vivo) 
IT 64057-64-1, Lamotrigine 

RL: PKT (pharraacokinetica) ; THU (Therapeutic uae); BIOL (Biological 
Study) ; USES (Uaea) 

(lanotrigine tranaplacental paaaage in human placental perfusion ayatem 

in vitro and in maternal and cord blood in vivo) 

HOW MAHY MORE ANSWERS DO YOU WISH TO SCANT {l)tO 
•> d his 

(FILE •ROME* EtrrEREO AT 16:55:13 OH 04 APR 3001) 

FILE 'REGISTRY' ENTERED AT 16:55:37 ON 04 APR 3007 

LI STRUCnniE UPLOADED 

L3 3 S LI SSS SAM 

L3 138 S LI SSS F\ILL 

FILE 'HCAPLUS* BHTSRED AT 16tS«:47 OH 04 APR 2007 
L4 35 S L3/P 

E US300S0336734/PM,PRN,AN 
LS OS B3/RN 

L6 1 S B3 

FILE 'REGISTRY' ENTBRBD AT 16:58:38 OH 04 APR 3007 
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Proceaa for the preparation of 3.5 
-diamine -6- (3,3 
- dichlorophenyl ) - 1 , 3 , 
4-triazine 

Rawalnath. Sakhardande Rajiv; Kanji, Khatri Navin; 
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AB In the title compound. C9H7NSC13l.5C3H7ll0. the asym. unit conaists 
of two cryatallog. independent lataotrigine {ayatematic name: 3. 
S-diamino-6- (3.3- 
dieblorophenyl ) - 1 , 3 . 4 - 

triazine] and three DMF aola. In the cryatal structure, 
N-H---H and H-H--0 hydrogen 

bonds lead to the formation of R32{8) and R23(8) motif a. 
RSFBRBNCB OOUHT: 14 THERE ARB 14 CITED REFBRBHCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THS RB FORMAT 
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Proceaa for preparation of 3,5- 
diaraino-6-{3,3- 
dichlorophenyl ) -1. 3. 
4-triazine (Lamotrigine) via 

reaction of 3. 3-diehlorcd>enzeyl chloride with cuproua 
cyanide and then with aminoguanidine bicarbonate 
followed by eyclization. 
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Torrent Pharmaceuticala Ltd., India 
Indian. 13 pp- 
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AB Lanotrisine was pretwred by reaction of 3, 3-dichlorobenzoyl chloriite witli 
CuCH (1:1-2 nwlar ratio) in HeCM and a coaolvent to produce 
dichlorobenzoyl cyanide, reaction of the latter with aainoguanidine 
bicarbonate to produce the cyanoiaine interaediate 3- {cyano(3.3- 
diehlorophenyi)BechyleneIhydraxinecarbe»iBidaaide, and eyelixatien of this 
io the presence of aquseus XOH at 60* -reflux. 



S or 27 HCAPLU3 COPYRIGHT 2007 ACS on STtt 
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Synthesis of 3. 3-DichIorobenzonitrile 
Deng, Hong; biao. Qi; Zhou. Ying 

Dept. of Cbeaistry, Central South Forestry University, 
Zhuzhou, Hunan Province, 413006, Peop. Rep. China 
Jingxi Ruageng Zhongjianti 12004). 34(S), 33-34 
CODEN: JHZIAR; ZSSHt 1009-9213 
Jingxi Buagong Zhongjianti Zazhishe 
Journal 
Chinese 

CASRSACT 143:326054 
2.3-Dichlorobensonitrile was the important intermediate for synthesizing 
3,3-dichlorobenzoie acid, which is the key intermediate for synthesizing 
3,S-diaaiRO-6- <3 .3 
•dichlorophenyl ) -1,3.4- 

triazine, the specific antiepileptic called Lanotrigine. 

3.3-Dichlorobenzonitrile was synthesized froQ 3. 3-dichlozaaniline by dtazo 
and Sandaeyer reaction. The yield was over 60» . 
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The invention relates Co crystalline lamotrigine (3.S- 
diamino-6- (3 , 3- 
dichlorophenyl ) - 1 , 3 . 4 - 

trlazine) (I) Bsonobydrate and anhydrous laootrigine. An ioproved 
process for manufacturing these products comprises reacting 3 . 3-diehlorobenioyl 
cyanide with aminoguanidine bicarbonate in a«iueous mineral acid, optionally 
together with a water oiscible organic solvent, at 30-80' to produce 
the 3-(3.3-dichlorophenyl)-3- (guanidinylinino>acetonitrile (Schiff base) 
(ID. The Schiff base II is further cyclized in aqueous organic solvent, e.g. 
ale. to produce pure laaotrigine of a phazmaceutically acceptable quality 
which on further drying at 45-50» under vacuum yields laMCrigioe 
monohydrate. and/or on further drying ot 100- 110* yields anhydrous 
laaotrigine. The lamotrigine monohydrate or anhydrous lamotrigine thereby 
produced may then be brought into association with a pharmaceutical ly 
acceptable carrier for administration to a patient in need thereof. 
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TWO- step process Cor Che synthesis of high-purity 
3.5-diaaino-€- ( 
3 , 3 -dichlorophenyl ) - 
1,3, 4 -trlazine 

tron 2,3-dichlorobenzoyl cyanide and aminoguanidine 
dimesylate 
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A method for preparing the intermediate 2- (3, 3-dichlorophenyl) -3- 
(eminoguanidine)acetonitrile (I; o.p. 180-183*) which coaprises the 
condensation reaction of 3. 3-dichlorobenzoyl cyanide with aminoguanidine 
bicartwnate in a non-aqueous medium in Che presence of aethanesulfonie acid, 
which produces good I yields and s>iort reaction times. I is cyclized into 
3,5-diamino-6- (3.3 
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3. )*dichlorophenyl )-1.3. 

4-triaKine II; i.e.. lamotrigine) xm prepared by the 

eondensetim reaction of 2.3-dichlorobenzoyl cyenide (til with 1-3 nol 
equivalent of an aainoguanidine salt (e.g.. aBineguanidine diDcsylate) in 3*6 
Ml equivalent of stethaneaul tonic acid, then the obtained adduct (III) ia 
tranaforaed without isolation into the deaired product by contacting it 
with nagnesiuM oxide, followed by cryatallization of the product froo an 
apprepriace organic solvent (e.g.. acetone I . 
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and cord blood in vivo 
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N« studied transplacental passage of laaotrigine (3.5- 
diaBino-6- (3.3- 
dichlorophenyl ) - 1 , 3 , 4 • 

triazine; LTOl using an ex vivo human placental perfusion swtbod 
and in in vivo saoplea. Tern placentas froa healthy aothers without 
medication* were perfused in a recirculating dual perfusion syaCen. LTD 
(3.5 (ig/nL. n « 4; 10 Mg/mL. n > 4) and reference coi^xMind antipyrine <100 
pg/nt) were added into the maternal circulation. The disappearance of 
drugs froo the maternal circulation and appearance into the fetal 
circulation was followed every IS aia up to 3 h. Drug conena. wore 
analyzed using high- per foraanes liquid chroaatog. In addition to human 
placental perfuaions, we analyxed LTO eonens. in asternal vein and cord 
bloc»d saaples after delivery froa two epileptic aothers receiving LTO 
therapy during pregnancy. LTO was detectable in the fetal circulotion at 
15 Bin in all of the perfusions, indicating rapid transfer. Maternal and 
fetal concns. reached equilibrium at 60 min with both concns. used. The 
feto-natemal ratio was 1.36 i 0.20 with 10 (ig/raL LTO and 0.03 ± 
0.41 with a.S (ig/mL LTO at the end of the perfusion. The transfer of 
LTO froa the maternal to the fetal coopartment at 130 min was 30.9 ± 
10.7% with 3.S Mg/aL LTO and 37. B t 3.3t with 10 Mg/aL LTO (p > 
0.09). In the serua samples froa epileptic mothers, the cord blood 
asternal concentration ratio waa 1.02 in one pair and 1.55 in the other. LI 
crossed the placenta sasily and rapidly, indicating that the aatemsl 
trcstaent leads to a considerable fetal exposure. 
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of anthracene, anthraqptinone. and 1-hydroxyanthraquinone, with photodiode 
array detection at 3S0 nm. was developed. The separation waa achieved on a 
Krooasil lOD OS S 350 « 4 on column, spplying a lO-ain linear 
gradient elution starting with 8 5% methanol and 15% O.OSM annoniua acetate 
and ending up with 9S% of ousthanol and S% 0.05M anaonlua acetate, at a 
flow-rate 0.7 roL/oin. using 3,5-diaaino- 
6- (3.3-dichlorephenyl ) -1, 

a, 4 -triazine (laaotrigine) as internal standard 

Calibration curves ware rectilinear for 0.1-3.0 ng anthracene. 0.1-10.0 ng 
anthraquinone. and 0.5-30.0 ng l-hydroxyanthraquinone. when 10 t*h was 
Injected. The detection limits were 0.05 ng injected on-coluan for 
anthracene and anthraquinone and 0.3 ng on-coluan for 1- 

hydroxyanthraquinooe. The average intra- and inter-day BSDa for injection 
precision (in terms of peak area) were 1.95 and 3.63%. reap. The method 
was applied to the anal, of river and lake waters. A protocol, combining 
solid phaae extraction (SPB) with sonication o£ matrix with sorbent, was 
developed for enhancement of recovery. The proposed protocol waa chosen 
among other studied, after optimisation of each step. Mean recoveries 
were 50% for anthracene, 71% for anthraquinone. and 105% Cor 1-hydroxy 
anthraquinone. 
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AB The invention relates to a method for producing 3,5- 
diamino-C-<2.3- 

dichlorophenyl } -1, 3,4- 

triazine (laaotrigine (1)1, or its pharmaceutical ly acceptable 
salts, by ring closure reaction froa a'Oxa-2,3- 

dichlorophenylacetaraidinoaainoguanidino hydrazone (ID or its salts, 
preparation of II froa N-oxides, III (R - linear, branched or cyclic 
(un) substituted alkyl. aryl, aralkyl], or their salts, are also described. 
Thus. I was prepared from 2.3-C12CfiH3CH:N(0)Ph, via cyanation with NaCN. 
amination to the acetaaidine hydrochloride, reaction with aminoguanine 
bicarbonate to give II-HCl, treatment with aqueous HaOH to give the 
free base, which is cyclized to I; cyclizatien of II-HCl gives 
I • HCl . 
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Development of a solid phase extraction protocol for 
the siaultanaous determination of anthracene and its 
oxidation producta in surface waters by reversed-phaso 

HPLC 

Papadoyannis, I. N.; Zotou. A.; Saaanidoo. V. F. 
Laboratory of Analytical Chemistry- Department of 
Chemistry. Aristotle University of Thessaloniki. 
Thessaloniki. CR-S41 24. Greece 
Journal of Liquid Chromatography 6 Related 
Technologies (2003). 35(17), 3635-3653 
CODEN: JLCTFC; ISSN: 1082-6076 
Marcel Oekker. Inc. 
Journal 
English 

AB A gradient reversed -phaae HPLC (RP-HPLC) method for the ainultaneous 
determination 
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Evidence that DHPO- induced nociception depends on 
glutamate release from primary afferent C- fibres 
LeCebvre. Celests; Fisher. Kim; Cahill, Catherine H.; 
Coderre, Terence J. 

Pain Mechanisms Laboratory. Clinical Research 
Institute of Montreal. Montreal, OC, H2N 1R7, Can. 

MeuroReport (3000), 11(8), 1631-1635 
CODEN: NERPEZ; ISSN: 0959-4965 
Lippincott Milliaas t Nilkins 
Journal 

English 

The authors examined i^ether enhanced glutamate release contributes to the 
ej^ression of persistent spontaneous nociceptive behaviors (SNBs) in rats 
induced by intrathecal (i.t.) administration of the selective group I 
aOluR agonist, (RS) -3 . 5-dihydroxyphenylglyclne ((RS)-DHPO). Pretreatmeot 
with drugs that have been ahown to inhibit glutamate releaae, including a 
group II metabotropic glutamate receptor (nOluR) agonist 
(2R,4R)-4-««inopyrrolidine-2.4-dicarboxylate ( (3R, 4R) -APOC) . a group III 
aOluR agonist L-2-amino-4-phosphonobutyrate (L-AP4). or the use-dependent 
sodium channel blockers 3,S-diamino- 
6- (2,3-dichloropbenyl ) -l. 
2.4-triasine (lamotrigine) and 

2-aaino-6-trifluoroBethoxybenzothiazole (riluzole) , produced 
dose -dependent redns. in (RS) -DHPO- induced SNBs. The authors have also 
stiown that incubation of rat lumbar spinal cord slices with (RS) -DHPO 
potentiates 4-aminopyridine-evoked (4-AP) releaae of glutamate. 
Furthermore, the authors found that destruction of unmyelinated primary 
afferent C-Cibers by neonatal capsaicin treatment significantly reduced 
(RS)-DHPa- induced SNBs in adult rata. Together, these results suggest 
that (RS) -DHPO- induced nociception is dependent on spinal glutamate 
release, probably from primary afferent C- fibers. 
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An iaproved proce«« for preparation of 3. 

S-di»iBino>6- (2. 

3 -dichlorophenyl ) • l , 
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AB 3.S>Di«aino-6- O, 

3 -dichlorophenyl ) -1. 2,4- 

triazine (lamotrigine) (I) ua«ful as antiapileptic drug (no data) 
ia prepared in a 3 step proeesa. Thus, 3. 3-diehlerobcosaylehloride ««• 
treated with cuprous cyanide in presence of acetenitrile and « solvent to 
produce 3.3-dicblorabenzoyl cyanide , further with asinoguaoidine and 
cyclixed to produce I. 
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Structure of 3,S-diaaino 
-6- (3, 3- 

dicbloropheny 1 } - 1 , 2 , 

4 -triazine isethioaate solvate 

Clanotrigine isethionate) 

Potter, Brian; Palmar, Rex A.t Witbnall, 
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Leach. Michael J.; Chowdhry. Babur Z. 
Oeparctaent of Crystallography. Birkbeck College. 
University of London, London, WCIB 7KX, UK 
Journal of Chemical Crystallography (1999). 39(6), 
701-706 

COOBN: JCCYEV: ISSN: 1074-1543 
Kluwer Academic/ Plenum Publishers 
Journal 
English 

The crystal and mol. structure' of lamotrigine isethionate was determined by 
direct methods. The compound crystallizes in the tetragonal apace group 
m/a, with a 19.684(5). C 16.557(5) A; Z - 16, dc - 1.579; R • 
0.0532, Rw ■ 0.1317 for 2041 reflections. Atoroic coordinates arc given. The 
iaethionate moiety forma multiple H bonds to Che lomocrigine nucleus, 
three from one isethionate. two from a symmetry related isethionate and a 
further two from two different synaetry related mala. Protonation of 
N(3*) in the triaziae ring, net observed in the native lamotrigine atnteture 
is preauaably associated with the interaction of the isethionate moiety. 
Both rings in the lamotrigine moiety are essentially planar, with a 
dihedral angle of 66.08(7}* compared to 80.70* in native 
lamotrigine. The <rannecting bond length C(l)-C(6') 1.493(3) A also 
correlates well with values in related compds. (1.480(3) A) in the 
native atnicturcs. 
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Detection of the principal synthetic route indicative 
impurity in lamotrigine 
Ashton. D. S.; Ray. A. 0.; Vallco, R. 
School of Pharmacy, University of Londcm. London. UX 
International Journal of Pharaacautiea (19991. 1S9(3). 
341-a48 

CODEN: tJPHOS; ISSN: 0378 -S 173 
Elsevier Science B.V. 
Journal 
English 

An anal, method' has been developed for the detection of trace amte. 
principal synthetic route indicative impurity in lamotrigine (3, 
S-diaBiino-<-(a.3- 
diehloropbenyl ) • 1. 3. 4 - 

triazine). A sample extract waa preconed. by normal-phaae 

high-performance liquid chromatog. (HPLC) and analyzed by subsequent online 
reversed-phase HPLC-tberaospray mass spectrometry (TSP-MS) . During the 
sample extraction and concentration step, carried out by semipreparativa 
normal -phase 

chromatog., the preliminary separation of the iopurity froa the lamotrigine 
takes place. The organic solvent (dichloroethane-netbanol, 90:10. 
volume/volume) 

is evaporated froa the collected fraction and the material ia rediaaolved in a 
aaaller voluae of the reveraed-phaae mobile phase. The collected fraction 
is then subjected to reversed-phase HPLC-TSP-NS. The influence of an 
ultrasonic extraction step has been examined Hhen the method was applied to 
lamotrigine tablets, a ahalce flask partitioning step using 1 mg/raL EDTA in 
water- dichloroe thane was used instead of the ultrasonic extraction Detection 
limit and recovery measurements showed that the route indicative impurity 
formed during the synthesis could be detected in the SO- 100 ppb (weight/weight) 
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A calcium antagoniatic effect of the new antiepileptic 
drug lamotrigine 

V. Hegerer, J.; Kesslinger. B.; Berger. M. .- Halden. J. 
Universitaet Freiburg, Abt. Psychiatria und 
Psychotherapie, Kauptatr. 5, 79104, Freiburg. Germany 
European N^uropsychopharvacology (1997). 7(3). 77-81 
CODBH: BURNE8; ISSN: 0924- 977X 
Slsevier 
Journal 
English 

The new antiepileptic drug lamotrigine (LTO; 3,S> 

dianino-C-(3,3* 

dichlorophenyl ) • 1 , 3 , 4 • 

triazine) has been shown to be effective in the treatment of focal 
epilepaies with or without secondary generalization. Furthermore, some 
case reports indicate an efficacy in the treatment of bipolar affective 
disorders. It lias been suggested that the main owchanism of action of LTO 
is the inhibition of glutamate release through blockade of voltage 
senaitiva aodium channela and atabilisation of the neuronal membrane. 
Since aooe antidepressant drugs and the antiepileptic substance 
carbaaazepine have calcium antagonistic properties, which may be of 
significance in the pathophysiol . of epilepsies and affective diaordara. 
the interaction of lamotrigine with carbamazepine and the organic calcium 
channel blocker verapamil was analyzed in the low Mg2*- induced model 
epilepsy which has been shown to be suppressed specifically by organic 
calcium antagonists. Lamotrigine reduced the frequency of occurrence of 
low-magnesiun induced field potentials in CAl and CA3 areas of the 
hippocampus slice preparation (guinea pigs) in a dose -dependent manner. Tb« 
aubtbreahold concns. which yielded no effect were l |nel/L for 
lamotrigine. 10 iimol/L for carbamazepine and 3 iimol/L for verapamil. 
Coobinationa of theae aubtbreahold concna. elicited a reduction in the 
repetition rate of field potentials. The results indicate that 
lamotrigine behaves additive with verapamil and carbaraazepine what can be 
due to a ccennn action on the same subtype of calciua channela. It can be 
assumed that lamotrigine may have besides its action on high-frequency 
aodium dependent aetitm potentiala alao effecta on calcium channels. 
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AB Glutamate receptor antagonists are protective in animal models of fecal 

cerebral iachemie. Lamotrigine (3.5-diamino 

-6- (2. 3 -dichlorophenyl 1 -1 

, 3. 4 -triazine ) ia an anticonvulsant drug 

that blocks voltage -gated sodium channels and inhibits the 
ischemia- induced release of glutamate. Expts. in primary neuronal 
cultures implicate nitric oxide <M0) as a mediator of glutamatergic 
neurotoxicity acting via N-Methyl-D-Asparate (NKDA) receptors. The effect 
of glutamate release inhibitor, lamotrigine, upon NO and cGMP production has 
been examined in focal cerebral iacbenia in rats. Focal cerebral iacbemia 
was produced by the permanent occluaion of right middle cerebral artery 
(MCA) in urethane anesthetized rata. A number of indicatora of brain NO 
production (nitrite. cGMP) were determined in ipsilateral and contralateral 
cerebral cortex and cerebellum after 0. 10, 60 min of focal cerebral 
ischemia. The same parameters were measured in rats treated with 
Lamotrigine (20 mg/kg, i.p.) 30 min before or just after the occlusion of 
the right MCA. 
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Preparation of lamotrigine. 
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Effects of lamotrigine on brain nitrite and cGMP 
levels during focal cerebral iaetiemia in rats 
Balkan. S.; Ozben. T. : Balkan. B..- Ogux, N..- Serteser, 
H.; Gumuslu. S. 
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AS Lamotrigine. 3.S-diaaino-6- ( 
3.3-diehlorophenyl ) -1. 3, 
4-triazine (1), is prepared by creating 

6- (2 , 3 -dichlorophenyl) - 5- chloro- 3 - thiomethyl - 1 , 2. 4- triazine 
Thus, II (preparation given) was heated with ethanolie HH3 
lao* and 2B0 pai for 73 h to give I. 
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Inhibition of norphine withdrawal by laswtrigine: 
invelvcmnt of nitric oxide 

Linaoain. Xgnacio: L««. Juan C; Cuellar. BcaCriz; 
Moro, Karia k.: Loranso. Podro 

Oepartaaonce da Fanaacologia. Pacultad de Madiclna. 
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Suropean Journal of Pharaacology {\99*i . 299(1*3>, 
41-S 
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Journal 

Engliah 

AB We atudied the effecta of lanotrigine O.S- 
dianino-6- (3,3- 

dichlorophenyl >-l. 3.4- • . . 

triasine], a new antiepileptic eoapound, on naloxone- precipitated morphine 
withdrawal in nice. Pretreatnent with Unotrigine J5-100 ag/kg. a.c.) 
rweraed in a doae-dependeot way the withdrawal -induced increeae in 
cerebellar Ca3*- dependent nitric oxide (MO) aynthaae activity and reduced 
the nunber of eacape jumpa and other atotor ayBptons of abstinence, at dosea 
that did not modify locoaotor activity 135-50 aig/kg) . PretreatMnt with 
the NMDA receptor antagonist Kit- Ml C(*l-5-»athyl-10. Xl-dihydrOjey-5H- 
dibenro[a,djcyclchepten-5.10-imine: dizoeilpinej (0.1-0.3 ag/kg. a.c.) 
alao reveraed the increase in cerebellar Ca3» -dependent MO synthase 
activity. However, although MK-801 reduced the number of escape jumps and 
other Botor syraptoas of abstinence, its effects were not clearly 
doae-dcp«ad«nt . Furthemore, the highest dose of KK-BOI tested (0.3 
■g/kg) caussd an iBpaiment of tha locowter behavior in naiva nice. 
Tbua, lanotrlgioe aay represent a new and useful agent for tha treatnent 
of opiate abstinence. 
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Cerebroprotective effect of lanotrigine after focal 
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antagonists are protective in aniMl itodeia of focal 
Lasiotrigine (3,S-di«mino 
- 6- (3 , 3 -dichlorophenyl ] - 1 
.2,4-triaxine) is an anticonvulsant drug 

that blocks voltage-gated aodium channela and inhibits the 
iseheaia- induced release of glutaaate. The cerebroprotective effect of 
lamotrigine (as the isethionate salt) after niddle cerebral artery 
occlusion was described in rats. Heurol. deficit and infarct volume 
(visualixed by the lack of reduction of 2.3. 5-triphenyltetra«olium chloride) 
34 h after permanent left middle cerebral artery occluaion were studied in 
Fiaeher rata (n-9 per group per doae) . Lamotrigine at 20 mg/kg i.v. over 
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10 min administered iasediately after niddle cerebral artery occlusion 
reduced total inforct volume by 31» and cortical infarct volume by 53%. 
Lamotrigine at 8 mg/kg i.v. over 10 nin reduced cortical infarct volume by 
38%. Lamotrigine at 50 rag/kg i.v. for 10 nin was not cerebroprotective 
and induced a decrease of 39tl5 sa> Kg in mean arterial blood preasure 
{P«.05. n-e) . The optimum doae of lamotrigine (30 mg/kg i.v. over 10 min) 
when administered with a l-h delay after middle cerebral artery occlusion 
reduced cortical infarct volume by 41%. Lamotrigine (20 mg/kg i.v. over 10 
min) with a 2-h delay after middle cerebral ortery occlusion was 
ineffective. Neurol, deficits" after 34 h were improved after immediate 
treatment with lamotrigine at 30 mg/kg i.v. over 10 min.^i The 
cerebroprotective effect of lamotrigine in rats is limited to a narrow 
doae range between 8 and 30 mg/kg. Lamotrigine or analogous eompds. may 
be useful when given shortly after the onset of mtrokc. 
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3,5-Diamino-6-(3. 
3-dichlorophenyl ) - 1. 2 . 4 - 

triasine (I) and ita phanaaceutically acceptable acid addition aalts 
can be uaed to treat impaired memory and learning disorders. Therapeutic 
effecta of I were demonstrated in a scopolamine- induced mouse model of 
memory deficit and compared with .thoaa of ondansetron RCl and piracetam. 
A tablet containing ISO mg I was 'also formulated. 
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3.S-Diamlno-6- (3. 

3 -dichlorophenyl ) - 1 , 2 , 4 . - 

triaiine (IJ and its pharmaceutically and veterinarily acceptable 
salts (especiolly the ethionate) have activity in (a) preventing or reducing 
dependence on, and (b) preventing or reducing tolerance or reverse 
tolerance to, a dependence- inducing agent such as an opioid, a central 
nervous system depressant, a psychostimulant, or nicotine. Thus, I (5 
■g/kg orally twice a day during morphine habituation) attenuated the 
development of morphine tolerance in rats without affecting the analgesic 
effect of morphine in the tail-flick teat. 



3.S-Oiamino-6- (3. 
3-dichlorophenyl )• 1 , 3 , 4 - 

triazine U) and its phanaaceutically acceptable acid addition salts 
can be used to treat anxiety and anxiety diaordera. For example, an 
anxiolytic effect of I-iaethionate was detaonstrsted with Vogel conflict 
model in rats. A tablet containing 150 mg I was also formulated. 
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la. A tablet foraulation containing I is given. 
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The title compound is nnnoclinic, space group P21/n. with a 15.456(3) . b 
11.736(3). C 7.300(3} A. and p 94.417(1) •; 2 - 4 for dc - 
1.449. The final R • 0.055 for 2444 reflections. Atomic coordinates are 
given. The Ph end triasine anawtie rings make a dihedral angle of 
80.6(9)' Kith each other. The bond linking the 2 rings is 1.480(31 
k. The structure is stabilized by a network of H bonds involving 
amino and ring H atoms, one of the Cl atoms, and the MeOH of crystallization 
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AS A method and cooposition is disclosed for reducing the extent of cardiac 
arrhythmias, both resulting from loss, decrease or interruption to the 
blood supply such as may happen during a heart attack or during cardiac 
surgery, in oasssalo. In particular, the present invention relates to a 
method of limiting or preventing cardiac cell damage and/or death, and 
limiting or preventing lethal or non-lethal cardiac arrhythmiss. in a 
human, by administering to the cardiac cells a compound which selectively 
blocks or partially blocks persistent sodiua currents and/or persistent 
scdiua channels of cardiac cells. The conposition involves any physiel. 
acceptable chemical or phamaeeutical composition comprising as its active 
Ingredient a cardiac persistent sodium current and/or persistent sodium 
channol blocker. 
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TITLE: Recent advances in anti-epileptic drugs 
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Department of Pharmaceutical Chemistry. Faculty of 
Pharmacy. Jamia Hamdard. Mew Delhi. 110 063. India 
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AB A review. Epilepsies are a group of disorders of the CNS 

characterized by paroxysmal cerebral dysrhythmia, manifesting as brief 
episodes (seizures) of loss or disturbance of consciousness, with or 
without characteristic body movements (convulsions), sensory or 
psychiatric phenosiena. Epilepsy has a focal origin in the brain, 
manifestations depend on the site of the focus, regions into which the 
discharges spread. Some newer ant i- epileptic drugs have recently been 
developed. They have seme advantages over the older drugs. These newer 
drugs may control seizures more effectively. They are effective in 
complex partial and secondary generalized seizures. These are felbamata, 
vigabatrin. gabapetin, clobazam, lamotrigine. oxcarbazepine. tiagabine. 
topiramate. fospbenytoin, and zonisamide. 
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XB This invencion ia directed to methoda for providing neuroprotection 

cooprising edainistering to a subject in need thereof a therapeutically 
cfCeetiv* oaount of a coapound selected fron Ponaula (I) and Foraula (II), 
^lers Ph is substituted at X with l-S halo atooa selected from 7, C. B or 
I and Rl'Rfi ■ (un) substituted C1-C4 slkyl or phanaaceutical acccpcabls 
salts or esters thereof. CsrbsMta derivative decreased infarct volume 
following reperCusion in s rat aodel of transient cerebral iseheaia 
arising (roo middle cerebral artery occlusion. 
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AS The invention is directed to methods for preventing, treating, reversing, 
inhibiting, or arresting epileptogeneaia in a subject conprising 
administering to the siibject in need thereof a therapeutically effective 
amount of a compound selected from the group consisting of Pozmula il} and 
Ponmila (II).. where Ph is substituted at X with P, CI, Br. or It and 
R1-R6 • (un) substituted Cr<:4 alkyl or a pharoaceutically acceptable salt 
or ester thereof. A carbamate compound demonstrated ant i -epileptogenic 
effects in rat model of spontaneous seizures. 
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In general, the preai 

treating and preventing CNS-related conditions, such as 
neurodegenerative conditions (e.g.. Alzheimer's disease and Parkinson's 
disease) end pain, by administering to a subject in need thereof a 
combination that includes an N-Methyl-D- Aspartate receptor (KMDAr) 
antagonist and a second agent such as aeetylebolinesterase inhibitor 
CAChel). 
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AB Quant. EEO (QEEO) effects of therapeutic doses of carbamazepine (CBZ) . 

oxcarbazepine (OXC) . valproate (VA) and lamotrigine (LA) monotherapy were 
investigated in patients with beginning epilepsy. Baseline waking BEG 
(BBOl) was recorded in the untreated state, the second EEO (BE02} was done 
after 8 wk of reaching the therapeutic dose. Left occipital data were 
used for anal. Q8E0 target parameters wore absolute band-power (delta: AD. 
theta: AT. alpha: AA, betat AB) , and alpha mean frequency (AMP). Group 
effects (untreated vs. treated condition in the CBZ, VA, OXC, LA groups) 
were computed for each target parameter. One group with benign rolandic 
epilepsy remained untreated for clin. reasons and served to estimate the QBBO 
teat-retest differences. In addition, the individual QBSO response to each 
drug was calculated as (ES33 - BEOi) . Results: statistically significant (p < 
0.05) group differences indicated the OBEO domain systematically affected 
by the drugs. CBZ caused AT increase and AMF decrease. OXC caused AMF 
decrease. VA and LA did not decrease AMF (IA even increased it), but 
reduced broad- band power. Individual power end AMF changes showed 
considerable variability in each group. >0.5 Hz AMF decrease (that was 
reported to predict cognitive impairment in prior studies) occurred in 
10/41 pat lent a in the CBZ group but never in the OXC, VA, LA groups. The 
reaulca may be utilized in planning further atudies addresaing the 
relationship between antiepileptio drugs and their CMS effects. 
In addition, the relationship of AED-related cognitive Impairment and AMF 
changes was discussed. 
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AB olutamate-modulating agents ara useful for treating borderline personality 
disorder and aelf- injurious behavior. Methods for treating borderline 
personality and self - in jurious behavior are provided which involve 
administering a glutamate-oodulating agent to a patient. The invention 
also includea combination methoda of treatment in which a 
glutamate-modulating agent is administered with one or more other 
CNS active sgents. Packaged phazwaeeut ical ccsvns. contsining a 
glutamate-oodulating agent and one or more other CKS agent are 
also provided, as are paclcaged pharsseeutical fomulations contsining s 
glutaaate-modulating .agent and instructions for using tlte 
glutaa«te-nodulatlog agent for treating borderline personality disorder or 
self -mutilating behavior. 
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the group consisting of halogen, C1-C4 allcyl, C1-C4 alkoxy, ssino, nitro 
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AB The title compds. I In - 1-20; R ■ H. halo, a linear or branched 

(Cl-ClO) alkoxy. OH. CF3. NHR' (wherein R' - B or a linear or branched 
(Cl-ClO)alkyl) : or a salt thereof 1 , useful for treating inf laanaatory 
diseaae atates or diaorders, cardiovaacular and/or peripheral vaacular 
diseases, were prepared E.g.. a benzeneneChanol , 3- hydroxy- o-nit rate 
(II) waa prepared froa coo. available 3- ( (hydroxy) methyl 1 phenol uaing 2-step 
process. Effects of II on inf lotnmaCory markers were tested. For example, 
the cocqxMind II applied alone or in combination with ASA inhiblced 
LPS/ INF Y- induced nicritea accuaulation with ainilar .potency as chat 
estimated for NCX 4016 (BC50 - 58 mH and 57 |iM. reap. Cor compound II 
alone and in combination with ASA) . The pharmaceutical coopna. comprising 
the compound II alone or in combination with other therapeutic agents are 
disclosed. 

RBFERBHCB COUNT: 3 TRERS ARB 3 CITED RBFERBNCB8 AVAILABLS FDR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RB FORMAT 

tl6 ANSHBR 14 OF 46 HCAPLUS COPYRIGHT 2007 ACS On OTN 



ACCESSION NUMBER: 



RO): 
PATENT ASSIONSElSt: 



DOCUKSNT TYPE: 
LANOUAOE: 

FAMILY ACC. NUM. COUNTt 
PATENT INFORMATION: 



3006:149494 KCAPLUS 
144:305795 

Preventing pathological increases in the rate of nerve 
cell suicide in imature nervous systems 

Olney, John H. 
Olney, John. H.. USA 
PCT Int. Appl.. 38 pp. 
CODEN: PIXX03 
Patent 
English 



ID DATE APPLICATION ND. OATB 

200602ie NO 2005-US27460 200SO8O2 
i 20060831 

AT, AU, AZ. BA, BB. BO, BR, BH. BY, BZ. CA, CH. 



aearched4/4/07 



10/511987 LAMOTRIGINS reg no-text search USPCPUB aearch 



CN. 


CO, 


CB. 


cu. 


cz. 


DE. 


OK. 


DH. 


OZ. 


ec. 


EE. 


EG. 


es. 


PI. 


CB. 


GO. 


G8. 


CH. 


GH. 


HR. 


mi. 


ID. 


IL. 


IN. 


IS. 


JP. 


KB. 


KD. 


KM. 


KP. 


KR, 


KZ. 


bc. 


uc. 


LR. 


LS. 


LT. 


LU. 


LV. 


HA. 


KD, 


HO. 


HX. 


K), 


KH. 


MX. 


HZ, 


NA. 


NO. 


ttl. 


NO. 


MZ, 


OH. 


PO. 


PH. 


Pt. 


PT. 


RO, 


RU, 


sc, 


SO, 


SE. 


SO, 


SK. 


8L, 


SM. 


SY. 


TJ, 


TH. 


TN. 


TR. 


TT, 


TZ. 


UA. 


U3, 


US. 


UZ, 


vc, 


VM. 


vu. 


ZA, 


ZM. 


ZM 




























AT. 


BE. 


BO, 


CH. 


CY, 


cz. 


DE. 


OX. 


EE. 


ES. 


FX. 


FR. 


OB, 


GR. 


HU. 


IB, 


IS. 


IT. 


LT. 


IM. 


tv. 


HC. 


lIL. 


PL. 


PT. 


RO. 


SE. 


SI. 


SK. 


TR. 


BF. 


8J. 


CF. 


CO. 


CI, 


CH. 


GA. 


GN. 


GO. 


GH. 


HL. 


KR. 


NB, 


SN. 


TO. 


to. 


8N, 


GH. 


GH. 


KE, 


LS. 


MW, 


H2, 


MA. 


SO, 


SL. 


SZ. 


TZ. 


W. 


ZH. 


zw. 


AM. 


AZ. 


BY. 


fOB. 


KZ, 


KD. 


Ml. 


TJ. 


TM 























PRIORITY APPLN. INFO.: 
AS Hecltod* and conpda 



us 30O4-S9a390P P 20040S02 

are diacloaed (or reducing brain daaage in fetuaea, 
neonatea, and young infanca, caused by aurgical ancachetica. During critical 
period* ot aynapae formatian and neCworK development in the brain. 
CKS neurone that do not appear to be keeping pace with certain 
■ynehzonized developotent and connection proceaaes are regarded aa aurplus. 
and are deatroycd by a prograaaed cell auicide proceaa called apoptoaia. 
Aa a rvsult. if aurgieal aneathccica block neuronal reaponaea and 
•ctivitiea chac ooraally would indicacs that a certain CHS 
neuron ia indeed active and inirolved in a network and ahould be preaerved. 
auch aneathesia can induce apoptotic death, in the unreaponaive 
aneathetized neurone. That proceaa, which can cauae permanent brain 
danage, can be nininized by manipulating certain aignaling pathwaya that 
affect the balance between apoptoaia-pronoting proteina ( e.g., Bax and 
8ak) and apoptoaia^blocking proteina ( e.g.. Bcl-3 and Bcl-xX) . Agents 
that have been teated and ebown to reduce ancstheaia- induced brain damage 
in neonatal aniawla include xenon <whieh promtea BRK KAPKinaae activity), 
and Buacarinic cholinergic agoniata (which can proeote ERK HAPKinaae. PKA. 
PKC. and/or PI3K/AKT activity) . Other candidate agenca with siailar 
activities include lithiun, beta-1 adrenergic antagonists, and beta-2 
adrenergic agoniata. Such agents nust intervene in the 'upstream' pert of 
the apoptoaia cascade, before oitochondrial nembrane* b ee oaa permeable and 
begin to release -cytoehrocie c" sesaenger rools. 
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The present invention relates to cocopns. comprising an NMDA receptor 
antagoniats and an ant I -epileptic drug for the treatment of CNS 
-related diaordera. For example, tableta were formulated containing meaantii 
10. topiramate 30, dicalciua phoaphate dihydrate 36.6. microcryat. 
eelluloae 26.6, Ka starch glycolate 1.3, Mg stearate 0.6. Eudragit RS30D 
4.76, tale 3.3, and tri-Et citrate 0.99 mg per ceblat. 
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lB Disclosed are novel compda. X (D, E - H, CR50; provided that O and B ere 
not the same (one ia N and the other ie CRSO) ; RSO - H. CPS. CH. etc.; A - 
(hetero) aryl . (hetero) arylalkyl : B - (hetero) aryl] and the 

phaniaceutically acceptable aalts and aolvatea thereof. Aloo disclosed is 
a method of treating a chemoKine mediated diseases, such as, cancer, 
angiogenesia. angiogenic ocular diaeasea, pulmonary diaeaseo. multiple 
acleroaia. rheumatoid arthritia, oateoarthritia. stroke and cardiac 
reperfuaion injury, pain (e.g., acute pain, acute and chronic inflaaaetery 
pain, and neuropathic pain) uaing a compound I. Although the methods of 
preparation are not claimed, hundreda of example prepna. and/or 
characterization data are included. For exai^le, II was prepared in 68« 
yield from Che isothiazelediexide 1X1 and the amine Iv.pTSA (preparation of 
reaetants given) . Antagonist activities of some examples of I towards 
CXCRl. CXCR3 and CCR7 ere given. 
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Diacloaed are diaminothiadiazolea I (A • (hetero) aryl, (hetero) arylmethyl 
(aubatituted at CH3) . etc.; B • {hetero)aryll and the pharmaceutically 
acceptable aalts and solvates thereof. Also diacloaed is a method of 
treating a chemokine mediated diaeaaea, auch aa, cancer, angiogenesia, 
angiogenic ocular diseases, pulmonary diaeaaea. multiple acleroaia, 
rheumatoid arthritis, osteoarthritis, stroke and ischemia reperfuaion 
injury, acute pain, acute and chronic inflaaswtory pain, and neuropathic 
pain uaing I. Although the methods of preparation are not claimed, hundreds of 
exan^le prepns. and/or characterization data are included. For example. 
II was prepared in 43« yield from its monooxide III (preparation given). 
Antagonist activitiea of aooe exaoiples of I towards CXCRl. CXCR3 and CCR7 
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Valproic acid, but not luotrigine, ■uppr«sHs 
Boitura* induced ctom mod c-Jun bRNA axprsaaion 
Szoc. Patricia; White. Sylvia S.: Shan. Danny D. : 
Anderaon. Gail D. 

Mental Illnaaa Raaearch Education and Clinical Center 
(HIRECC). VA Puget Sound Health Care Syaten. Seattle. 
HA. seioa. USA 

MBlccular Brain Reaearch (3O0S> , l3S(l-3). 38S-269 
a»EM: MB8BE4.- ISSN: 01ti9-33flX 
Blaevier B.V. 
Journal 

Engl i ah 

AB Seiru re -induced activity waa ahown to inereaae the expreaaion of inediate 
early g^nea (lEOa) c-fos and e-Jun in the CMS. Antiepileptic 
druga (AEDa) can auppreaa the induction of a aeizure. but it ia unknown if 
AED* afCect the expreaaion of aairure-induced lEOa. The authora found 
that valproic acid (VPA) . but not laaotrigine (LTO) . vaa capable of 
auppreaaing aeixu re -induced e-foa and c-Jun mRHA expreaaion in rata 
deapite • ainilar anticonvulaant eCCeec. LTO in aonw regiona ot the 
CHS enhanced aei sure- induced ISO expreaaion. These etwdiee 
indicate that the older AED (VPA). aa co^>ared to the newer AED (LTG). can 
auppreaa aeizure* induced lEO expreaaion. The conaequence of thia 
•uppreaaion of lEGa following a generalized aeizure nay be viewed either 
aa a neuroprotective or detrimental effect upon the brain. 
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Adverae react iona of tepiranace i 
children 

Shechter. Taaar; Shorer. Zamir; KraaMr, Uri: 
Lenaan-Sagie, Tally; Ronen, Eliaheva; RoCe«. 
Gorodiacher, Rafael 

Pbamacy Servicea. Soroha Medical Center. Be'er Sheva. 
larael 

phanaacoepidcBielogy and Drug Safety (300S). 14(3). 
m-193 

COOEH: PDSAEA; ISSN: 10S3-aSC9 
John Wiley t Sona Ltd. 
Journal 
Engliah 

Purpoae: To review the adverae drug react iona (ADRa) of Topirnaate and 
Lanotrigine aonng children in larael. and to compare the two drugs, baaed 
on their aide effect profile and tolerabilicy among thia papulation. 
Methods: He perfomed a croaa-acetional atudy. Four pediatric 
neurologista fron three different tertiary aedical centers in Israel 
documented all caaes of children fron birth CO the age IS years, treated 
with Topiramate and/or Lanotrigine in their reap, outpatient clinica and 
hospital wards. All present ADRs and their characteriatiee were recorded. 
Results: Reports on 45 and «5 children treated with Topiraaate and 
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LsMtrigine reap., were received. Half of Che children created with 
TOpirfusate auf tared froo one or more ADRa, aa oppoaed to one- third of the 
children treated with Lanotrigine (p • 0.03). Moat reactiona were 
considered sild to noderate. There were no deaths or hoapitalizacions. 
but ths drug had to be diaeootinued in abcnit 10% of the patients due to 
ADRs. Most Topiranate and Laa»trigine ADRs appeared early in the 
treatnent and were nore frequent vbnn Topiranate was an add-on vs. a 
Bonotlierapy drug. Most ADRs of both Topiranate and Lanotrigine were 
related to the central nervous system; while poor appetite, drowsiness, 
apeech difficulties and weight loss were obaerwed only with Topiranate. and 

raah 

and Iteadaehes only with Lanotrigine. Hervouaneaa and seizure aggravation 
were nore frequent ADRs of Topiranate whereaa aleep diacurbancea were 
observed nore in children treated with Lanotrigine. Conclusion! Reaulta of 
thia atudy indicate that Lanotrigine cauaes ADRs less frequently than 
Topiramate; however both medications are generally well tolerated. 
Topiranate and Lanotrigine differ in their central nervous systen aide 

effect profile. 

17 THERE ARB 17 CITED RBFERBNCES AVAILABLE FOB THIS 
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Relationahip between expoaure and nonspecific binding 
of thirty-three central nervoua ayaten drugs in nice 
Kaurer, Triatan S.; DeBarColo. Demetria B.; Teaa, 
David A.; Scott, Oennia O. 

Phamaeolcinetics. Pharaacodynamica and Drug 
Metabolian. Pfizer Global Reaearch and Developnent. 
Oroton Laboratories. Oroton. CT, USA 

Drug Metabolisn and Diapoaition (3005), 33(1), 175-181 
COOEN: OMDSAX; ISSN: O090-9S5« 

American Society for Phamaeology and Experinental 

Therapeutics 
Journal 

wwoi Engliah 

Unbound fractiona in nouae brain and plaaaa were determined for 3X structurally 
diverse central nervoua ayaten (CKS) druga and two active 
netabolitea. Three eonpariaona were nade between in vitro binding and in 
vivo es^osure data, nanely: (1) nouae brain- to- plasna expoaure vs. unbound 
plasna-to-unbouttd brain fraction ratio (fuplasns/fubrain) , (3) 
eerebroapinal fluid- to- bra in exposure vs. unbound brain fraction 
(fubrain). and (3) eerebroapinal f luid-ce-plaama expoaure va. unbound 
plaaaa fraction (fuplaama) . Unbound fraction data were within 3-fold of 
in vivo expoaure ratioa for the majority of the druga examined (i.e.. 33 of 
33). indicating a predooinately free equilibrium acroaa the blood-brain and 
blood-CSF barriera. Sone degree of diatributional impairment at either 
the blood-CSF or the blood-brain barrier waa indicated for 8 of the 11 
remaining druga (i.e., carbanazepine, nidazolam, phenycoin, sulpiride, 
thiopental, riaperidone. 9- hydroxy ri ape ridone. and Zolpidem). In aeveral 
caaea, the indicated distributional impaimeot ia conaiatent with otber 
independent literature reports for these druga. Through the use of this 
approach, it appeara that nost CNS-active agenta freely 
equilibrate acroaa the blood-brain and blood-CSF barriers such that 
unbound drug concna, in brain approx. Chose in the plaaaa- However, these 
results also support the intuitive concept that diatributional inpaiment 
doea not necessarily preclude CMS activity. 
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The impact of P-glycoproteln on tlie diapoaition of 
drugs targeted for indications of the central nervous 
systen: Evaluation uaing the HDRlA/lB knockout mniae 
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Ooran, Angela: Obach. R. Scott; Smith. Bill J.; Hoaea, 
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Spracklin, Douglaa K.; Szewc. Mark; Troutnan. Matthew; 
Taeng. Elaine; Tu, Meihua; Van Deuaen, Jeffrey H.; 
Venkatakrishnao. Karthik; Wslena. Gary; Wang. Ellen 
Q.; Nong, Diane; Yaagar, Adam S.; Zhang, Chenghong 
Departnents of Pharaacokinecics. Dynanica. and Drug 
Metabolism, Pfizer Global Research and Developnent. 
Oroton Laboratories. Groton, CT. USA 

Drug Metabolisn and Diapoaition (3005). 33(1). 1C5-174 
CODEN: DMDSAI: ISSN: 0090-9S5C 

American Society for Phamaeology and Experinental 

Therapeutics 
Journal 

Engliah 

Thirty-two structurally diverse drugs used for the treatment of varioua 
conditions of the central nervous systen (CKS). along with two 
active netabolitea, and eight non-CBS drugs were neasured in 
brain, plasma, and eerebroapinal fluid in the P-glycoprocein (P-gp) 
knockout Biouac model after a.c. administration, and the data were CO 
with corresponding data obtained in wild-type mice. Total brain- to-plasna 
(B/P) ratioa for the CHS agenta ranged froo 0.060 to 2*. Of the 
34 CHS-ective agenta, only 7 deaonstrated B/P area under the 

plasna concentration curve ratios between P-gp knockout and wild-type nice that 
did not differ aignif icantly fron unity. Most of the remaining druga 
demonatrated l.l- to 2.6-fold greater B/P ratioa in p-gp knockout nice va. 
wild-type nice. Three, risperidone, its active netnbolite 
9-hydroxyriaperidone. and oetoclopranlde, showed narked differences in B/P 
ratioa between knockout and wild-type nice (6.6- to 17- fold) . Differencea 
in B/P ratios and eerebroapinal fluid/plasma ratios between wild- type and 
knockout aninala were correlated. Through the uae of this model, it 
appeara that moat CNS-active agenca demonstrate at least aome 
P-gp-nediaced transport that can affect brain concna. However, the impact 
for the najority of agents is probably ninor. The exanple of risperidcme 
illustrates that even good P-gp substrates can still be clin. useful 
CNS-acclve agents. Howevsr, for such agents, unbound plasna 
eonens. nay need to be greater than valuea projected uaing receptor 
affinity data to achieve adequate receptor occupancy for effecC. 
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AB The invention providea compna. and methods for the treatment of central 
nervoua systen damage in. a subject. More particularly, the invention 
providea a combination therapy for the treatnent of a central nervoua 
system ischemic condition or a central nervoua ayetem traumatic injury 
comprising the edninistration to a subject of a sodiua iwi channel blocker 
in combination with a eyclooxygenase-2 selective inhibitor. Use for the 
treatment of stroke is specifically clained. 
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AS The invention relates to the treatoent of chronic pain 
derive, thereof either alone or in combination with at 
drug. The invention also includes coespns. comprising 1 
thereof and • aeeond drug. 
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Epilepsia (2003). 44(13). 1479-1466 
CODEN: BPILAK; ISSN: O013-9S80 
Blaekwell Publishing, Inc. 
Journal 

English 

Different ATP (ATP)driven multidrug transporters have been described to be 
expressed in the lusinal nenbrane of blood-brain barrier (BBB) endothelial 
cells. At this site, multidrug transporters have been suggested to 
restrict penetration of drugs into the brain. Increasing evidence 
suggests that overexpression of different multidrug transporters occurs in 
the region of the epileptic focus of pharmacoresiscant epilepvy patients. 
Based on the assumption that antiepileptic drugs (AEDs) are substrates of 
these transporters, this overexpreasioo aay limit access of AEDs to 
epileptic neurma and nay contribute to drug-refractorinsas^ In a recent 
study, ovarexpresaion of multidrug reaiafcance protein 3 (ABCC3; MRP3) waa 
reported in BBB endothelial cells of epileptic focal tissue from 
pharmacoresistant patients. With brain aicrodialysis. we recently 
denonac rated that the AED phenytoin is subject to transport by ABCC2 at 
the BBB. whereas phenobarbital does not seem to be a substrate of ABCC2 . 
He investigated whether ABCC2 is functionally involved is transport of the 
AEOa carbamazepine (CBZ) . laraotrigine <LTO), and felbaaate (FSM) across 
the BBB. The distribution of these AEDs into the brain of ABCC2-def icient 
TR- rata waa deteminad AED concns. in plaama and brain extracellular space of 
these mutant rats did not differ significantly from those of rats of the 
corresponding background strain. In the anygdalakindl ing model of 
epilepay. the anticenvulaant efficacy of LTO and FBM ma eonparable in 
both groups of rata. In contrast. CBZ exhibited a higher anticonvulsant 
activity in kindled ABCC2- deficient rats aa cenpared with nenmutant rats. 
In this present study, the raicrodialysls results gave no evidence that 
ABCC2 function modulates entry of CBZ. LTO. and FBM into the CNS 
of naive rata. However. ABCC3 deficiency waa aasociated with an increased 
anticonvulsant raaponae of CBZ in the kindling nodel . Future 
investigations are planned to identify the undarlying swehaniaoi for this 
difference, clarifying whether a pharaacokinetie difference ia tetectable 
only when brain access of CBZ is compared in kindled ABCC2 -deficient rats 
and kindled nonmutant rats, which may have an increased expression of 
ABCC2 in response to seizures. The data substantiate that ABCC3 -deficient 
TR- rats are a useful tool for defining the role of ABCC3 for transport of 
ABDa, and give evidence that the use of kindled TR- rats may provide 
important supplementary information. 
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Olutamate- dependent regulation of cholinergic 
phenotype in hypothalaoiic neurcm* 
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AB Olutamate HMDA receptor antagonists are used clin. However, they have 

serious side effects, some of Which are presumably due to an increase in 
acetylcholine transmission. The authors' previous expts. revealed 
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AB A auatained- release fomulation, especially tablet, of lomotrigine or ita 
derivative 

for treatment of CNS disorder comprises (by weight) 3 , S to 80% 

laraotrigine or its derivative. 10 to 7Q\ release retarding polyoar. 0 to 70% 

diluent. 0 to 30% compression aid. and 0.1 to 2.5% lubricant. 

Substantially all the laraotrigine or a pharmaceutical ly acceptable derivative 
is released from the formulation in a period of 3 to 20 h after 
administration to a patient, producing an Area Under the Curve value of 80 
to 125% and Craax of about 30% less than that of an instant-release tablet 
containing the same amount of laaotrigine. For exBn«>le, a tablet formulation 
(Oiffcor* device) waa prepared cae^riaiag (1) a core containing laraotrigine 200 
ng, a blend of hydroxypropyl Ma celluloses KIOOLV 63.64 ng and E4H 45.36 
ng. lactose monohydrate 90.4 mg, and nagnesiua stearate 1.6 ag. and <ii) 
an outer coat containing Eudragit L30 0-5S (30% weight/weight solution) 17.3 
mg. Red 

Iron Oxide 0.37 rag. tri-Et citrate I. 61 rag. glyceryl raonostearate 0.494 
mg, and Polysorbate 80 0.03 ng. The coating included orifices allowing 
the release of laaotrigine from the core. 
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acetyl choline -dependent excitation In rat hypothalamic eulturea 
chronic glutamate receptor blockade. Dextromethorphan, amantadine, and 
eliprodil are NMDA receptor antagonists. Laraotrigine inhibita synaptic 
glutamate release. These drugs are used clln. Here, using calcium 
imaging and iimaunocytochera . . the authors demonstrate that a chronic 
treatment with each of these drugs induced acetylcholine activity and 
choline aeetyltranafaraae inaunoreactivity in rat hypothalamic (but not 
cortical) eulturea. Theso data su^rt the poaaibllity that aoma aide 
of facta of anti-glutamato drugs in vivo may ba due to the increase in 
cholinergic propartiea in certain regifma of the OIS. 

THERE ARE 21 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAXIABLB IN THE RE FORMAT 
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Nitscho. Michael A.; Mercer. A. Joe; Paulus, Halter; 
Steinhoff. Bemhard J. 

Department of Clinical Neurophysiology, Utoiveraity of 
Oottingen. Oottingen. D- 37075. Germany 
Epilepay Research (3003), 56(1), 67-77 
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Journal 
English 

The antiepileptic drug laraotrigine (LTO) ia known to reduce cortical 
excitability evaluated by transcranial eagnetic stimulation (T«S) . We 
investigated the relationship between LTO oral dosages, eerua levels and 
inhibitory effects on resting motor threshold (RMT) . a parameter of motor 
•yatam excitability assessed by TMS. In a randomized, placebo- control led 
ereaaover atudy 16 male volunteers received 325 mg LTO as a single dose, 
■a bi-hourly graded einulstive doae, or placebo. RKT and serura levels 
wers aeaaured before and after 2-a h. With aingle dose. RKT elevation 
ahowed a poor but aignif leant correlation to senia levels. With graded 
dose. seruB levels as well as RKT increased dose-dependently with 
significant (P<0.0001) linear correlation. However, detailed comparison 
showed a high inter- individual variability in the relationship resembling 
a aigaoid correlation. Different mechanisms besides the sodium -channel 
blockage aa the main mode of action of LTO are discussed to explain the 
diversity of individual dose- response relationships. Provided that the 
RHT elevation reflects the antiepileptic potential of LTO. TMS may be 
developed as a tool to aonitor interindividual response of epilepsy 
DBtients to LTD treatment as well as to explore efficacy of other 
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patients to LTD treatment 

iepileptic drugs with aimilar mode of action. 
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AB Thia invention relate* to the preparation of I and 11 and derivs. o£ I and II 
in their raceaic. enancioraerically enriched, or optically pure forrw. 
Thia invention further relates to novel coapns. of matter containing 
enantiooericall/ enriched {- ) *dea»ethyleitalopram (-)-lIl (R » Me) . 
(♦J-didesmethylcitalopraa (♦)-lII (R - Me) . or ( - ) -dideamethylcitaloprani 
(-)-III (R - H) or mixta, thereof in optioal ratios. Contrary to prior 
teachings, the enantionerically enriched citalopram metabolites disclosed 
herein possess potent serotonin reuptake inhibitory activity, with ninimal 
inhibitory effects on the reuptake of other knem monoamines, e.g., 
norepinephrine (NS) or dopaiaine (DA). Por example, stepwiee reactim of 
l-oxo-l,3-dihydroisobenMfuran-5-carbonitrile with 4-fluorophenylm«gnasiu» 
bromide and the chiral Orignard reagent, which was prepared frow 
3- (2-brwaoethyl)- [l,3ldioxolane and Mg powder, in THF gave II. 

Cyclization using mesyl chloride in CH2C12, followed by reduction provided tlw 
1. Reaction of the aldehyde with (-) -tert-butylsulf inaaide in the 
presence of Ti(OBt)« in BtOH afforded the sulf inaraide, which was reduced 
to the amine III (R - H> with 10% HCl in MeOH. Protection of the amine 
with BOC anhydride in the presence of TEA in CR3C12 provided the 
enantiooerically enriched isceiers, which were separated on a chiral column and 
aubsequently deprotected with TFA to give (♦)-lII (B ■ H) Md (-)-llI (B ■ 
H). In biol. assays, (-)-ni (R " H) and (♦)-IlI (B - H) •troaBly 
inhibited serotonergic 5-HT receptor activity with Ki values of 5.8 nM and 
90 nM. reap., with little effect on NB and DA transporter activity. By 
coo^arison, racemic citalopram inhibited serotonin reuptake with a Ki of 
3.9 nM. The present invention alao discloses methods for treating 
disordere, dysfunctions and disesses for which inhibition of serotonin 
reuptake is therapeutically beneficial. In particular, Che present 
invention diaelOMS a netbed for treating various tormm of depressxon and 
other CHS disorders with phamceutieal eoaipae. described 
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investigate whether possible changes in the clin. response during 
long-term treatment are dependent on LTO serum level vsriations. Sixteen 
patients achieved coi^lete control, 2i a i50% reduction in seixures, 
the remainder did not respond. Hean LTO serum eoncns. were higher in 
responders than in nonresponders. the difference being statistically 
insignificant. The best reaulta were observed in VPA-cotreated patients with 
the highest LTO blood levels. CNS toxicity occurred after 
giving LTO to subjects who subsequently developed the highest LTO cenens., 
whereas CHS toxicity seemed unrelated to CBZ and CBZ-epoxide 

serum eoncns. Ho decrease in LTO, CBZ and VPA serum levels was observed even 
in patients showing a reduction in the response during long-terra treatment . 



RBFBRBHCB COUNT t 



THERE ARE 23 CITED REFERENCES AVAILABLE FOR THIS 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 



KIND DATE 



US 2003077641 
US 2002164789 
PRIORITY APPLN. INFO. 



APPLICATION HO. 

US 3002-3S2130 
US 3001-957909 
US 1998-775S1P 
US 1999-260430 
US 2001-9S7909 



DATE 

20030933 
30010931 
P 199B0311 
B3 19990301 
A2 20010931 



Methods of suppressing the activation of microglial cells in the Central 
Hervous System (CNS) . methods of ameliorating or treating the 
neurol. effects of cerebral ischemia or cerebral inf lannation, and methods 
of combating specific diseaaes that affect the CNS by 

administering a compound that binds to microglial receptors and prevents or 
reduces microglial activation are described. ApoE receptor binding 
peptides that may be used in the methods of the invention are also 
described, as are methods of using such peptides to treat peripheral 
inflasnatory conditions such as sepsis. Also described are methods of 
screening eompds. for the ability to suppress or reduce microglial 
activation. Injection of ApoS (133-149) in mice suppressed serum levels 
of TNFo and IL-S following LPS administration. 
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Therapeutic Drug Monitoring of Lamotrigine in Patients 
Suffering from Resistant Partial Seizures 
Benetello, Pierpaola; Furlanut, Marco; Baraldo. 
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Department of Neurological Sciences. University of 
Padua. Padua. Italy 

European Neurology (3003), 48(4). 300-303 
CODEN: EUNEAP: ISSN: 0014-3032 
S. Karger AO 
Journal 
English 

all potential candidates for ongoing lamotrigine (LTO) 
l-on therapy for resistant partial seizures and receiving 
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A review. Treatment of central neuropathic pain (CP) following lesions of 
the CNS is a great challenge to the clinician. Preclin. and 
clin. studies indicate that neuronal hyperexcitability in damaged areas of 
the central nervous system plays a major role in the development of CP. 
Anticonvulsants are thought to act by increasing Y-«"li»obutyric 
acid-mediated Inhlbitioo. decreasing abnormal neuronal hyperexcitability 
by modulating sodium and calcium channels or by inhibiting excitatorj- 
amino acid actions. The resulting inhibition of excess neuronal activity 
is thought to be the basis for the use of anticonvulsants in epilepsy as 
well as neuropathic pain. Both first -gene rat ion anticonvulsant drugs 
(e.g.. phenytoin. benzodlaxepines, valproate and carbamazepine) and 
aeccmd-generation anticonvulaant drugs (e.g., lamotrigine. gabapentin and 
topiramate) are used in CP conditions. However, few randomized controlled 
trials on the treatment of this condition have been published. Present 
suggestions for anticonvulsant treatment of CP are lamotrigine as the 
choice, followed by gabapentin or earbemazepine/oxcarbazepine . 



considered as effective as the antidepressant 

THBRE ARE IOC CITED REPSRBHCSS AVAILABLE POR 
THIS RECORD. AU. CITATIONS AVAILABLE IN THE RE 



SOURCE : 

PUBLISHER: 
DOCUMENT TYPE! 
LANOUAGE: 

AB Sixty patients, 
treatment 



These compds. 
amitriptyline. 
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carbaaazepine (CBZ) and/or valproate (VPA) treatment, were submitted to 
therapeutic drug monitoring (TDM). The aim was to evaluate the possible 
relation between serum levels and the clin. effect of LTD, to verify 
whether CNS toxicity has to be considered the result of a 
pharmacokinetic or a pharmacodynamic interaction with CBZ. and to 
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slowly inset ivating fraction of Che sodiua current (INa.P) 



is involved in key functions in the CNS such as dendritic 
integration of Bynaptic inputs and cellular excitability. Ne have studied 
whether eetablivhed ant i- epileptic drugs and neuroprotective agent* target 
the persistent sodiun current. Two lanotrigine derivs. (sipatrigine and 
302H93) and riluzole inhibited the persistent sodiua current at low, 
therapeutic concns. In contrast, Inmocrigine and the classical 
antiepileptic agents phenycoin end valproic acid blocked the 
fast -inactivating sodium channel but failed to affect the persistent 
fraction. The ability to influence either node of channel activity ooy 
represent a defining feature of each drug subclass, changing profotmdiy 
their el in. indications. Civen the damaging role of a sustained influx of 
sodium in both phaxnaeo- resistant seizures or excitotoxic insults, we 
suggest the utilization of drugs that suppress the persistent conductance. 
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AB The invention discloaea methods and compne. for treating selected 
conditions of Che central and peripheral nervous systems employing 
non-synaptic mechanisms. More specifically, one aspect of the invention 
provides methods and materials for treating seizure and seizure disorders, 
epilepsy, status epilepticus, migraine, sprsading depression, intracranial 
hypertension; for treating the pathophysiol . effects of head trauma. 
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stroke, ischemia and hypoxia: for treating or protecting from the 
pathophysiol. effect* of neurotoxic agent* such as ethanol; and for 
treating neur^hayciatric disorders and central nervous system edema by 
administering agents that modulate ionic concns. and/or ionic gradients in 
the brain, particularly ion-dependent or cat ion -chloride cotransporter 
antagonists. Electrolyte cotransport antagonists end eonbinatioo* of such 
compns. with other agents for treating various conditions are disclosed. 
The invention also discloses nethods and compns. for treating pain by 
administering ion-dependent cotransporter antagonists. Methods and 
coapns. for enhancing cortical function, e.g. in centers of cognitiwi, 
learning, and memory, by a<taiinisterin9 ion-dependent cotransporter 
agonists are disclosed. 
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AB Me examined whether a dietary supplement containing o»ega-3 polyunsatd. fatty 
acid* (n-3 PUFAs) can alleviate and/or reduce the frequency of epileptic 
seizures in patients with central nervou* system (CNS) disease* 
treated with onticonvulaive drugs (ACDs) . A special spread containing 65% n-3 
PUFAs was added to the daily diet. The patients consumed S g of this 
spread at every breakfast for < mo. Five patient* eootpleted the study. 
In all of them, a marked reduction in both frequency and strength of the 
epileptic seizures was recorded. Incorporation of the dietary supplement 
containing n-3 POTAs may be beneficial in suppression of sow case* of 

epileptic seizures. 
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GABA and glut ornate in migraine 

D'Andrea, Giovanni; Granella. Franco; Cataldini, 
Morena; Verdelli, Flavio; Balbi, Tiziana 
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GABA and glutamic acid are the main inhibitory and excitatory 
neurotransmitters of central nervous system. Among other function* they 
modulate the pain threshold in the CNS. For this reason it has 
been hypetheeized that anoraalie* of OABA and glutamate turn-over may play 
a role in migraine pathogenesis. In this review are discussed the 
evidence* in favor of thi* hypothesis. A derangement of OABA may be an 
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important factor in the occurrence of migraine attacks and their 
recurrence, whereas high level of glutamic acid may represent a biochen. 
marker of the neuronal hyperexcitobility that may be the underlying cause 
of the aura. The phaznacel. modulation of metabolimt of both 
neurotranemittere i* a promising approach to improve migraine therapy. In 
particular the studies presented here suggest that gabaergic drugs may be 
useful in migraine without aura, antiglutanatergic drugs are indicated to 
treat migraine with aura. 
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Effect of lamoCrigine on the Ca2*-seneing cation 
current in cultured hippocampal neurons 
Xiong. Zhi-G*ng; Chu, Xiang-Ping; MacDonald, J. F. 
Robert S. Dow Neurobiology Laboratorie*. Legacy 
Clinical Research and Technology Center, Portland, OR. 
97333, USA 

Journal of Nkurophysielogy (3001), 86(5). 3530-2526 
CODEN: J0NBA4; ISSN: 0032-3077 
American Physiological SocieCy 

Journal 
English 

'of extracellular calcium ([Ca2*]e) in the CNS decrease 

substantially during aeizure activity. The authors have deoonstrated 
previously that decrease* in {Ca3«]e activate a novel calcium- sensing 
nonselective cation (e*NSC) channel in hippoeaapal neuron*. Activation of 
caHSC channel* i* re*pon*ible for a •uscalned membrane d^ialarization and 
increased neuronal excitability. Thi* *tudy has *ugge*ted that the c*NSC 
channel is likely involved in generating and maintaining seizure 
activities. In the present study, the effects of anti-epileptic agent 
lamotrigine (LTO) on csNSC channels were studied in cultured mouse 
hippocampal neurons using patch-clamp technique*. At a holding potential 
of -60 raV, a slow inward current through caNSC channels was activated by a 
step reduction of (Ca3+}e from 1.5 to 0.2 mM. LTO decreased the amplitude o£ 
csNSC currents dose dependently with an ICSO of 171 t 25.8 (SE) yM. 
The effect of LTO was independent of membrane potential. In the presence 
of 300 (iM LTO, the amplitude of csNSC current was decreased by 31 ± 
3t at -60 MV and 29 ± 3.9% at ^40 nV (P > 0.05). LTO depressed esHSC 
current without affecting the potency of Ca3* block of the current (ICSO 
for Ca2* block of coNSC currents in the absence of LTG: 145 t 18 fiH; 
in the presence of 300 LTG: 136 i 10 mM. n - 5, P > 0.05). In 
current -clamp recordings, activation of csNSC channel by reducing the 
(Ca3«)e caused a •u*tained membrane depolarization and an increase in the 
fretiuency of spontaneous firing of action potentials. LTG (300 |jM) 
significantly inhibited esNSC channel -mediated meid^rane depolarization and 
the excitation of neurons. Fura-3 ratiometric Ca3* imaging experiment showed 
that LTO al*o inhibited the increase in intracellular Ca3* concentration 
induced 

by CSNSC channel activation. The effect of LTO on csNSC channels may 
partially contribute to its broad ■P«ctrua of anti-epileptic actions^ 
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AB Methods are disclosed for the improvenent of age-related decreases in 

cortical function by increasing tlie activity of inhibitory pathways, such 
as CABA-ergic pathway*, in the central nervous syetem. In particular 
example*. Bubjeets with age-related decrease* in cortical function are 
treated by administration of therapeutically effective amt*. of a 
GABA-ergic agonist. The discloaed methods also enable screening for drugs 
that inhibit an age-related decline in cortical function, for exoi^le by 
exposing a subject to a test agent, and measuring an increase in 
CABA-ergic cortical inhibitory activity. 
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AB The title compds. [I; RL-RS - K. halo, alkyl. etc.]. useful an 

intexnediatee for syntbeax* of l. 2.4-triaxinea II (active in the treatcaeot 
of CHS diiordcrB), wtra prepared by reacting Che bensoyl cyanide* 
XIX with amiaOBUanidine bicarbonate in • mixture of a vater- soluble solvent and 
polyphosphoric acid. Thus, reacting 3.3-diehlorobcnzoyl cyanide with 
aminoguanidine bicarbonate in the presence of polyphosphoric acid in MeCN 
afforded 3, 3-dichlorebenzoyl cyanide aaldinohydrazone which was then 
heated under reflux in PrOH to give a,3-diaBino-6- (3,3-dichleraphenyl) •> 
1.2.4-triazine. 
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Analysis of CSP anino acids in young patients with 
general ixed refractory epilepsy during an add-on study 
with lamotrigine 
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Departnent of Pediatries, Karolinska Boapital, 



seBrched4/4/07 



10/511967 LAMOTRIOINE reg no-text search USPGPUB search 
stockholn. Swed. 

SOURCE: ^ilepsy Research (1999). 34 (ll. 75-63 

CODEN: EPIRS6: ISSN: 0920-1311 
PUBLISHER: Blaevier Science B.V. 

DOCUKKIfT TYPE: Journal 
LANGUAGE: English 

AB The effect of add-on administration of lamotrigine (1-13 og/kg per day. 

3-12 bo) on Che levels of neurocrananiaaien related amino acida including 
Y-a«inobutyric acid (GABA) . glutamate, aspartate, glycine and 
antiepileptie drugs (AEDs) in lumbar cerebrospinal fluid (CSF) was studied 
in 23 children and young adults with generalised therapy resistant 
epilepsy. Two lumbar punctures were perfomed, one prior to. aad one 
following a ncan of S me (3-13 mo) of lamotrigine treatment. Lamotrigine 
decreased seizure incidence and severity in 13 of the 33 patients without 
influencing CSF GABA. glutamate. aspartate or glycine levels. Lamotrigine 
did not alter the concns. of AEDs in CSF or plastaa. However, CSF GABA 
levels were 66* higher in those patients also treated with 
Y-vinyl-GABA (vigabatrin. GVO) compared with patients treated wich 
ether combinations and this was not altered by co-medication with 
lamotrigine. The proposed mechanism of action of laiaotrigine. namely that 
it may inhibit glutamate release in the CNS. is not reflected by 
changes in CSF glutamate levels. The present findings indicate that CSF 
GABA. glutamate. aspartate and glycine levels may net be useful as in vivo 
neurochem. markers in young patients responding to the therapeutic dose of 
totrigine used in this study. 
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Hechanisme of deaf ferentation- induced plasticity in 
human motor cortex 

Ziemann. Ulf; Hallett. Mark; Cohen. Leonardo G. 
Hunan Cortical Physiology Section. National Institute 
of Neurological Disorders and Stroke, National 
Institutes of Health. Bethesda, MD. 30893-1428. USA 
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English 

Deaf ferentation induces rapid plastic changes in the cerebral cortex, 
probably via unmasking of pre-existent connections. Several mechanism* 
nay contribuce, such as changes in neuronal oembrane excitability, removal 
of local inhibition, or various forma of short- or long-term synaptic 
plasticity. To understand further the mechanisms involved in cortical 
plasticity, we tested the effects of CHS-active dnig* in a 
plasticity model, in which forearm ischemic nerve block (XNB) was coad>lned 
with low-frequency repetitive transcranial magnetic stimulation (rTMS) of 
the deafferented human motor cortex. RIMS was used to upregulate the 
plastic changes caused by INB. We studied six healthy subjects. In two 
control sessions without drug application. INB plu* rTMS increassd the 
motor-evoked potential (MBP) size and decreased intracortical inhibition 
(ICI) measured wich single- and paired- pulse TMS in che biceps brachii 
muscle proxitnal to INB. A single oral dose of the benzodiazepine 
iorazepam (2 mg) or the voltage-gated Ha* and Ca2* channel blocker 
lamotrigine (300 mg) abolished these changes. The NMDA receptor blocker 
dextromethorphan (ISO mg) suppressed the reduction in XCI but not the increai 
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in MEP size. Wich sleep deprivation, used to eliminate sedation as a 
major factor of these drug effects, INB plus rTMS induced change* similar 
to that seen in the control sessions. The findings suggest that (l) the 
XNB plus zTMS- induced increase in NBP aise involves rapid removal of 
GABA-related eortical inhibition and short-term changes in synaptic 
efficacy dependent on Na* or Ca3« channels and that (3) the long-lasting 
(>60 min) reduction in XCI is related to long-term potentiation- like 
mechanisms given its duration and the involvement of NHDA receptor 
activation. 

as THERE ARB 65 CITED REFERBNCB8 AVAILASU FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN TBS RE FDRHAT 

HCAPLUS COPYRIGHT 3007 ACS on STN 
19»6ilO$OOa HCAPLUS 
138:313313 

Carbamazepine toxicity with lamotrigine: 
pharmacokinetic or pharmacodynamic interaction? 
Besag. F. M. C. ; Berry, D. J.; Pool, P.; Newbery. J. 
B.; Subel, B. 

St Piers Lingfield. Surrey. RH7 6PH, UK 
Epilepsia (1996). 39(3). 183-187 
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Journal 
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AB In order to determine whether the toxicity that occurs in some patients when 
lamotrigine (LTD) is added to carbamazepine (CBZ) is the result of either 
a phaxmaeokinetie or a pharmacodynamic interaction, escalating LTO doses 
were added to ongoing CBZ treatment in 47 patients. All patient* had 
blood samples collected for drug concentration measurement, including the 

epoxide 

metabolite of CBZ, before starting LTO treatment and after stabilizing at 

each dose escalation. Patient* also were examined for signs of toxicity. 

After LTG was introduced, nine patients demonstrated elin. signs of 

CNS toxicity, mainly diplopia and dizziness. There was no 

significant (p - 0.05) change in the serum concns. of either CBZ or its 

epoxide metabolite when LTO was added either to the group as a wiiole or to 

the nine patient* who experienced adverse CNS effects. LTO 

serum eoncn*. also were below the level at which the conaon signs of LTO 

toxicity, such as nausea, vomiting, or unsteadiness, are more likely to 

occur. In seven of the nine patients who exhibited CNS 

toxicity. CBZ serum conen*. were >6 mg/L on LTG introduction. Toxicity i* 
more likely to occur when LTO is added to CBZ if the initial CBZ level i* 
high, typically >8 mg/L. Thi* appears to be the remit of a 
pharmacodynamic interaction. A reduction of CBZ dose ueually reeolves the 
toxicity, allowing the LTG dose to be escalated to maximal effect. It is 
not usually necessary to stop either drug. 
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.apprx.5 refs. In a pooled population of 784 patients with 
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Lamotrigine monotherapy: An overview 
Brodie, M. J. 

WESTERN INFIRMARY, UNIVERSITY DEPARTMENT MEDICINE AND 
THERAPEUTICS. Olaegow. UK 

International Congre** and Symposium Series - Royal 
Society of Medicine (1996), 214 (Lamotrigine- -A 



newly-diagnosed epilepsy participating in comparative monotherapy trial*, 
443 were randomized to lamotrigine, 346 to carbamazepine and »S to 
phanytoin. Overall, fewer patients %»ere withdrawn due to adverse event* 
on lamotrigine than with the older drugs (lamotrigine 9.5%. carbamazepine 
19.1%, phenytoin 18.9%). Central nervous system (CNS) problems 
resulting in withdrawal, in particular, were infrequent with lamotrigine 
(lamotrigine 2.5*. carbamazepine 7.7%, phenytoin 7.4%). Withdrawal due to 
rash occurred in 6.1% of patients on lamotrigine. 6.9% on carbamazepine 
and 5.3% en phenytoin. The rash rate leading to withdrawal with 
lamotrigine appeared to relate to the initiation dose (100 mg, 11.8%; 50 
ng. 9.2%; 35 mg. 2.2%). It is sometines appropriate to substitute 
lamotrigine monotherapy for other antiepileptie drug treatment*. 
Schedules for substituting lamotrigine in patients established en 
phenytoin, carbamazepine or sodium valproate are outlined. In the 
comparative monotherapy trials, the most popular lamotrigine doaes were 
150-200 mg dally. In studies in »rtiich concomitant antiepileptie drugs 
(AEDs) were withdrawn to achieve lamotrigine monotherapy, some patients 
took as much as 700 mg lamotrigine dally. Clin, experience to date does 
not suggest the existence of a relationship between the plasma iMotrigine 
concentration and its efficacy or toxicity. Data and case report* from a 
prospective study in Glasgow relating lamotrigine dosage and concentration t 
seizure control and the emergence of side effect* are presented. 
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The effects of anticonvulsant* on 4-aainopyridine- 
indueed bursting: in vitro studies on rat peripheral 
nerve and dorsal root* 
Lee*. O. 

Dep. Academic Anae*tbetic*. Imperial College Medicine. 
London, ¥2 INY. UX 

British Journal of Pbaraacology (1996), 117(3). 573-9 
CODEN: BJPCBM; ISSN J 0007-1188 

Stockton 
Journal 

^ . English 

Aminopyridines have been used as beneficial symptomatic treatments in a 
variety of oeurol. conditions including multiple sclerosis but have been 
associated with considerable toxicity in the form of abdominal pain, 
paraesthesias and (rarely) convulsions. Extracellular and intracellular 
recording was used to characterize action potential* in rat sciatic nerves 
and dorsal roots and the effects of 4-aminopyridine (4-AP) . In sciatic 
nerve trunks, I mM 4-AP produced pronounced after potential* at room 
trature 

secondary to regenerative firing in affected axons (5-10 spikes per 
stimulus). At Physiol, temps., after potentials (2-3 spikes) were greatly 
attenuated in peripheral axon*. 4.AP evoked more pronounced and prolonged 
after diechaige* in isolated doraal root* at 37*C (3-5.5 mV and 
80-100 m* ■uceeeded by a amaller inhibitory/depolarizing voltage shift) 
which were used to asses* the effect* of antieonvulaant*. Phenytoin. 
carbamazepine and lamotrigine doae- dependent ly reduced the area of 
4-AP- induced after potential* at 100 and 320 KM but the amplitude of 



AUTHOR (S) : 
CORPORATE SOURCE 



Page 95 *earched4/4/07 



Page 96 •earehed4/4/07 



10/S119S7 LAKymiOIHS reg no- text searcti USKJPUB acArch 

compound «etion potential* (evoked at 0.5 Hz) was depreaed in parallel. The 
tonic block of eensory action potential* by all three dnig* (at 320 |iM) 
wa* enhanced by high frequency atinulation (S-500 Hz). The lack of 
*electivity of theae frequency- dependent Ka« channel blocker* for burst 
tiring, cocapared to low- frequency apike*. i* di«cu«*ed in contraet to 
their effect* on 4-AP-induced seizure* and paraxyaaal activity in 
CNS ti*«u« (which i* a**ociated with large and suatained depolarizing 
plateau potential*). In conclu*ion. these in vitro reeult* confim the 
Etarked eenaitivity of sensory axon* to 4-AP (the presusptive ba*is for 
paraeatheaias) . Burst firing was not preferentially impaired at 
relatively high concna, auggeating that anticonvuleanta will not overeoae 
the toxic peripheral «ctiona of «-AP in neurol. patient*. 
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Studie* on the oechan i*n of action of the novel 
anticonvulsant lanotrigine (Laaictal) using primary 
neurogllAl cultures from rat cortex 
Leaa. George; Leach. Hichaal J. 

Dep. Phamacol.. Hellcaae Re*. Lab.. Beckenhan/Kent . 
BR3 3BS. UK 

Brain Research (1993). Cl3(l-3). 190-9 
CODBN: BRREAP: ISSN: 0O0«-S993 
Journal 
Engl i ah 

^ trbole cell and perforated patch clamp expta. were conducted on cultured 

cortical rat neurooa (7-21 day* in vitro) in order to determine the effects of 
the anticonvulsant and glutamate releaae inhibitor lanotrigine (10-100 
MM), on CMS reeeptera and ion channel a. The eeaipcund 
inhibited, indiacriminacely, both excieaeery and inhibitory aynaptie 
evenca which occurred spontaneously in cultured neural circuits. The drug 
did not ainic diazepaa as a poa. aodulator of OABAA currents. In the 
presence of tet rodotoxin , voltage-gated potaasiua currents and coaposite 
currents evoked by L-glutamate were not significantly oodulated even at 
the highest dose. XJnitary. fa*t. presumptive -•odium spike* , evoked at low 
frequencies, were not blocked eignificantly by lassotrigine . In contraet, 
Inirst firing induced by pulsed application of L-glutanate or potassium 
ions was markedly depressed at 10 mM< Presumptive calcium currents 
were inhibited by lamotrigine at 100 mM. It is propoaed that the drug 
inhibita epileptiform buret firing preferentially by etate/accivity 
dependent interaetiona with voltage and gated cation channela. Potential 
mechanisms for inhibition of glutamate releaae are diseuaaed. 

LIS ANSWER 46 OP 46 BCAPLUS COPYRIGHT 2007 ACS en STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



DOCUMEWT TYPBi 



1966:102360 KCAPLUS 
104:103360 

LoMtrigine (BH430C), a potential antieonvulaant . 
Effect* on the central nervoua ayaten in comparison 
with phenytoin and diazepam 
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Healthy male volunteer* received phenytoin {57-41-0] 0.5 and I g, 
lamotrigine (I) [84057-84-1 J (a new antieonvulaant > 120 and 240 
mg, diazepam [439-14-S) 10 mg and placebo orally in a double-blind, 
creaa-over. randoaised trail. Maximum drug coocna. at 4 h. neaaured in 
plaama were 11.5 Mg/od. for phenytoin and 2.7 Mg/mL for lamotrigine. 
Theae levels were in the therapeutic range for phenytoin and the putative 
therapeutic range for lamotrigine. Side effecta after diazepam (mainly 
■edatioo) and phenytoin (mainly unateadinees) differed markedly from 
lanotrigine which produced no important aide effect*. Subjective effect* 
a* neaaured by vi*ual analog acale* were cauaed by phenytoin and diazepam 
but not by lamotrigine. Diazepam impaired eye movements, adaptive 
tracking and body sway. Phenytoin i^aired adaptive tracking, increaaed 
body away and impaired aaooth purauit eye movement. L.amotrigine produced 
only a posaible slight increase in body sway. There were significant 
correlations between performance and saliva levels of phenytoin and 
diazepam. The tests used were suitable for monitoring central nervoua 
ayatem (CNS) effecta of anticonvuleanta and lamotrigine possibly 
could have a more favorable CNS aide effect than phenytoin. 
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ENTERED AT lCt5S:13 ON 04 APR 2007) 



PILE 'REGISTRY' BNTBRSD AT 16:55:37 ON 04 APR 2007 

STRUCTURE UPLOADED 
3 S LI SSS SAM 
128 S LI SSS rVLL 

FILE 'HCAPLUS' SHTBRBD AT 16:56:47 ON 04 APR 2007 
2S S L3/P 

B U82aOS033a734/PN.PRN,AN 

0 S E3/RN 

1 S E3 

FILE •REOISTTRY' ENTERED AT lC;S$:3a ON 04 APR 2007 

0 S L6 

FILE 'KCAPLUS' BOTERBD AT 17:00:04 ON 04 APR 2007 
B LAtOTRiaiNB*ALL/CT 
S LAM3TRI0INS/CN 

PILE 'REGISTRY' ENTERED AT 17:00:26 ON 04 APR 2007 

1 S LAMDTRIGINE/CN 

FILE 'HCAPLUS' EIITEREO AT 17:00:27 ON 04 APR 3007 
1265 S LS 
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LID 27 S >3.S*DIAMIN0-e-(3,3-DICHLORDPHENyL}-l,2,4-TRIAZIHB" 

FILE 'RKJISTRY' ENTERED AT 17:02:26 OH 04 APR 2007 

Lll I S a40S7-e4-l/RN 

FILE 'RCAPLUS' ENTERED AT 17:02:48 ON 04 APR 3007 

L12 126S a Lll 

LIS 111187 8 LIO OR L13 AMD PARTICLB OR GRANULE 

L14 O 8 bl3 (N) PARTICLB 

LIS 0 8 L12 (M) PARTICLB 

Llfi 4« 8 L12 AND CN8 
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Ref 
# 


Hits 


Search Query 


DBS 


Default 
Operator 


Plurals 


Time Stamp 


SI 


: io 


lamotrigene same partiGlfe^adj size 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR . 


ON 


2006/08/24 07:32 


S2 


7 


lamotrigene 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2007/04/04 15:24 


S3 : 


23310 


partidteisame ipedfi 

■ adjliarea^"-' ■■ 


us-PdPUB; 
USPAT; ^ 
EPO;JPO;: 

iDERyyENT j; 


OR 


ON 


2006/08/23 17:04 






























composition 


1 l^-Pf^PI IR- 

1 ICDAT* 

UbPAT; 
EPO' JPO" 
DERWENT 


no 


WIN 




S5 - 




lamotrigene same;n^ 


'uS-PGF>(jB; : 




ON 


2006/08/23 17:54 






i;Plia|;miaeeLiticial?^ 


;;us;pAT;!i;;:;;i: 














EPO;: JPO;-: 






















So 


0 


lamotrigene same Teva 


US-PGPUB; 
USPAT; 
EPO; JPO; 
DERWENT 


OR 


ON 


2006/08/23 17:52 


.57 ;■; I;" 


;;::^':;:;::i:^;vi:- 


:r3090693^^).PN; v .; : • 


:;USrPGPUB;i; 




::6fF: . ;; 
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USPAT 


OR 
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US-PGPUB;:i 
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1134 
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SIO and BET adi riieasure"? ■ i > 
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ON 
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EP(D;.JPd; . : 
DERVVENT 






S12 
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US-PGPUB; 
USPAT 
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OFF 


2006/08/24 12:31 
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US-PGPUB;; 
USPAT 


^:QR^":'v^-:^ 


OFF 


2006/08/24 15-08 


S16 
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DERWENT 
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EPO; JPO; 
DERWENT 


OR 


ON 
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S33 and (a)ad< ="20030801" 
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USPAT; 
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OR 


ON 
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OR 
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OR 


ON 
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C:\Program Files\Stnexp\Queries\2007 casesM 051 1 987\lamotrigine.str 




chain nodes : ' 

13 14 15 16 
ring nodes : 

1 2 3 4 5 6 7 8 9 10 11 12 
chain bonds : 

3-13 5-14 6-9 10-15 11-16 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 
exact/norm bonds : 

3-13 5-14 
exact bonds : 

6-9 10-15 11-16 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-12 8-9 9-10 10-11 11-12 



Match level : 

1:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:Atom 7:Atonr> 8:Atom 9:Atom lOiAtom 11:Atom 12:Atom 
1 3:CLASS1 4:CLASS1 5:CLASS1 6:CLASS 
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=> d his 



(FILE *HOME' ENTERED AT 16:55:13 ON 04 APR 2007) 



LI 
L2 
L3 



TILE 



•REGISTRY' ENTERED AT 16:55:37 ON 04 APR 2007 
STRUCTURE UPLOADED 
3 S LI SSS SAM 
128 S LI SSS FULL 



FILE 



'HCAPLUS' ENTERED AT 16:56:47 ON 04 APR 2007 
25 S L3/P 



L4 



L5 
L6 



E US20050238724/PN, PRN,AN 

0 S E3/RN 

1 S E3 



FILE 



* REGISTRY' ENTERED AT 16:58:38 ON 04 APR 2007 

0 S L6 



L7 



FILE 'HCAPLUS' ENTERED AT 17:00:04 ON 04 APR 2007 
E LAMOTRIGINE+ALL/CT 
S LAMOTRIGINE/CN 

FILE 'REGISTRY' ENTERED AT 17:00:26 ON 04 APR 2007 
L8 IS LAMOTRIGINE/CN 

FILE 'HCAPLUS' ENTERED AT 17:00:27 ON 04 APR 2007 
L9 1265 S L8 

LIO 27 S "3,5-DIAMIN0-6- (2,3-DICHLOROPHENYL) -1,2,4-TRIAZINE'* 

FILE » REGISTRY' ENTERED AT 17:02:26 ON 04 APR 2007 
Lll 1 S 84057-84-1/RN 

FILE 'HCAPLUS' ENTERED AT 17:02:48 ON 04 APR 2007 
L12 1265 S Lll 

L13 111187 S LIO OR L12 AND PARTICLE OR GRANULE 

L14 0 S L12 (N) PARTICLE 

L15 0 S L12 (W) PARTICLE 

L16 46 S L12 AND CNS 



Page 1 



searched4/4/07 



t0/511»7 uutTTRIOINB r«s BO' text March USPOPUB aearch 

UlplMding C:NPregrui Pils*\8Co«jcp\Querle«\3007 cue*\l0S119a7\laaocri9ine.acr 
LI SmiCTUItB UPLOADSO 

» d 11 

LI HAS NO MI5WSRS 




Structurs cccributea mamt be viewed ueiog sm Ej^reee query preparation. 



m> m 11 aAB 

SAMPLE SEARCH INITIATEO 16:Sfi:0S FILE 'RaOISTRy 
SAMPLE SCREEN SEARCH COMPLETED - 9 TO ZTBRATB 

» ITBSATZOKS 
OHLIHB 



FULL riLB PROJECTIONS: 
MtDJSCTED ZTBRKriOMSi 



3C0 
X<3 



3 8U S88 SAM LI 



-> d la 1-3 ibib aba 

•IBIB* IS HOT A VALID FORMAT FOR PILE 'RSHSTRY' 
'ABS' IS MOT A VALID FORMAT FOR PILE 'REOISTRY' 

The following are valid fozmata: 

Subatanca inforuation can be diaplayed by requeatlBg individual 
fielda or predefined fomata. The predefined eubatanee f ornate 
are: (RJ) > CAS Resi«try Nuaber) 



PIDE 

IDE 

SQIDS 

S0IDB3 



' Index Name, MP. and atrueture • no RM 

All Bubatance data, except aequence data 

PIOB. but only 50 nasiea 
' IDE. plua aequence data 

Sane aa 6QIDB, but 3 -letter amino acid codea are uaed 

Protein sequence data, includea RN 
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10/S11987 LAMOTRIGINB reg no-text search USPOPUB search /I I yj^ j 

S0D3 - Sane aa SOD. but 3 -letter amino acid cedes are uaed ' ' 

SON - Protein aequence naste information, includes RN 

CALC - Table of calculated propertiea 
fiPROP - Table of experimental propertiea 
PROP - BPROP and CALC 

Any CA Pile format nay be combined with any aubatance format to 
obtain CA references citing the substance. The aubetance formats 
must be cited first. The CA Pile predefined formats are: 

ABS Abstract 

APPS Application and Priority Infomation 

BIB CA Accesaion Number, plus Bibliographic Data 

CAM CA Accession Number 

CBIB CA Accession Mimber. plus Bibliographic Data (coqpressed) 

IHD -- Index Data 

IPC International Patent Claasif ication 

PATS -- PI. SO 

STD BIB, IPC, and KCL 

lABS ABS. indented, with text labela 
IBIB -- BZB, indented, with text labels 
I8TD STD format, indented 

OBIB AN. plus Bibliographic Data (original) 

OIBIB OBIB, indented with text labela 

SBIS BIB, no citations 

SIBIB IBIB. no citations 

The ALL format givea PZDB BIB ABS IND RB, plus sequence data when 
it is available. 

The MAX format is the same as ALL. 

The lALL format is the same as ALL with BIB ABS and IHO indented, 
with text labels. 

For additional information, please consult the following help 
nessages t 

HELP DPIBLDS -- To see a cooplets list of individual display fields. 
HELP FORMATS -- To see detailed descriptions of the predefined formats. 
BHTBR DISPLAY FORMAT (ID8)iide 

L3 ANSHXR 1 OP 3 RBOISTRY COPYRIQRT 3007 ACS on STN 

RN 8S531S-7S-fi REOISTRY 

ED Entered STN: 23 May 300S 

CH Butaneic acid, 4- [ C3* [ |4- ( C3.4-dichloro-S« (3. 5-diamino-l,3.4-triasin*C* 
yDphenyl] amino] -1.4 -dioxobutyl] amino] ethyllamino) -4-OXO-, ethyl ester 

{9CI) (CA INDEX NAME) 
MF C21 H36 C12 N8 OS 
SR CA 

bC OTH Piles: CA, CAPLUS 
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iT it I? f 

BtO- C- CH2- CH2 - C- NH" CHj- CHj- Htt- C- CHj - CH2 - C- NH 



.A. 



DATA AVAILABLE IN THE 'PROP' FORMAT* • 

1 REFERENCES IM PILE CA (1907 TO DATE) 

1 REFERENCES IN FILE CAPLUS (1907 TO DATE) 

ANSWER 2 OF 3 REOISTRY COPYRIQHT 3007 ACS on STN 
4781B9-71-B REOISTRY 
Entered smi: 08 Jan 3003 

l,3,4-TriBzine-3,5-diamine-3,5-13C3-N,HM.3,4-lSHS, C-(3.3- 
dichloropfaenyl) - (9CI) (CA INDEX NAME) 
C9 H7 Cl3 N5 



LC STN Files: 



CA, CAPLUS, CASRBACT 



ISNH2 



130-^ ISH 



13c' 
lS|oi2 



1 REFERENCES IN PIL£ CA (1907 TO DATE) 
1 REFERENCES IN FILE CAPLUS (1907 TO OATB) 

: 3 OF 3 RBOICTRY COPYRIOHT 3007 ACS on STN 
4S4C9S>04-C RBOISTRY 
Entered STN: 2S Sep 2003 

Poxaamide, H.N-diaethyl* , cea^d. with fi- (3.3 -diehlor^henyl) • 1,2,4 - 
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triasine-3,5-diattine (3:2) {9CI) (CA INDEX NAMB) 
KF C9 Ii7 C13 NS . 3/3 C3 H7 H O 



LC STN Files: 



CA. CAPLUS, USPAT3. USPATFULL 



B3C-N-CH=0 



IN FILB CA (1907 TO DATE) 

IN PILE CAPLUS (1907 TO DATE) 



-> a 11 ass full 

FULL SEARCH INITIATED 16:58:39 FILE 'REOISTRY' 
PULL SCREEN SEARCH COMPLETED - 213 TO ITBRATB 

100.0% PROCESSED 313 ITERATIONS 

SEARCH TIME: 00.00.01 



138 SBA SSS fVL LI 



-> fil hcaplus 

COOT IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILB TOTAL 
ENTRY SESSION 
178.40 176.81 



FILB 'HCAPLUS' KWTERED AT 16:56:47 ON 04 APR 3007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AaREEMEWr. 

PLEASE SEE 'HELP USAOSTERMS* FOR DETAILS. 

COPYRIOHT (C) 2007 AMERICAN CHEMICAL SOCIBTY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHSR (FBI field (available 
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10/5119B7 LMVmilOINB r«g ao-tcjct March USPOPUB ■•■reb 

for record* publialwd or updated In Cheaical Abatrseta after Oeceaber 
2C. 1996), unleaa oEberwiae indicated in the original publ icat iona . 
The CA Lexicon ia the copyrighted intellectual property of the 
the American Chesical Society and ia provided to aaaiat you in aearching 
databaaea on STN. Any diaaemiaation. diatribution. copying, or atoring 
of tbia infomation, without the prior written cenaent of CM. ia 
atrictly prohibited. 

PILB COVBRS 1907 - 4 Apr 2007 VOL 146 188 15 
PI LB LAST UPDATSDi 3 Apr 3007 (3 0070403 /SD) 

Kew CAS inforaaticn Uae Policiea. enter HELP USAGBTBRMS for detaila. 

Thia file containa CAS Regiatry thimbcra for easy and accurate 
Bubatance identification. 



d bia 
(PZLB 



HOHB' BNTBRSO AT 1<:9S:13 ON 04 



APR 3007) 
04 APR 3007 



PILE 'RBGISTRy EWTSRED AT IC; 55:37 ON 

U STRUCTUR8 UPLOADSD 

L3 3 S LI 8SS SAM 

L3 138 S LI 5SS PULL 

PILB 'KCAFLUS* ENTERED AT 1C:SC:47 ON 04 APR 3007 
-> a l3/p 

L4 35 L3/P 

•> d 14 1*3S ibib aba 

1 OP 25 HCAPUJ3 OOPyRlOHT 2007 ACS on STH 



ACCESS lOH NUMBBR: 
DOCUKSirr NUMBBR: 
TITLB: 



PATENT ASSIONBB (S) s 
SOURCE: 



DOCUMENT TYPB; 



3006:411970 HCAPLUS 
144:435648 

Laawtrigine analoga for production of anti-laaotrigine 

antibodiea and uaa aa inmmoaaaay reagenta 

Ouyang, Anlong; Arababahi, Lili; Roberta. Mark: Mall. 

Meliaaa 

Seradyn. Inc., USA 

PCT lot. Appl., 131 pp. 

OOOSM: PXXX03 



PAHXLY ACC. HUM. OOUOT: 
PATBNr IKFOSMATXON: 



pATBirr m. 



Bngliah 



OATB 



APPLICATZOH NO. 



OATS 



30051031 



HO 3006047372 A3 20060S04 HO 200S-US38100 

HO 2006047373 A3 30060737 

HD 2006047373 A9 30061005 

H: AS. AO. AL. AM. AT. AU, AZ, BA, BB. BO. BR. BH. BY. BZ, CA. CH, 

CN. CO, CR, CU. C2. OS. DK, DM, DZ. BC, EE. EO. BS, PI. OS. GD. 

C3B. OH, OK. RR, HU, ID, IL. IN, IS. JP. KB, TO. KM, KP, KR, KZ, 

liC, LK, LR, LS, LT. LU, LV. LY. MA, KD, M3. MK. KN, MM, MX, MZ. 

NA. NO, NI, NO, NZ. OM. PO. PH, PL, PT. RO, RU. SC. SO, SB, SO, 

SK. SL, SM. BY, TJ, TM, TN. TR, TT. TZ, UA. UO. US, UZ, VC, VN, 

YU, ZA, ZM, ZH 
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RH: AT. 6B. 

IS. IT. 

CP, CO. 
CM. 



LS, MM, 



US 2O0611506S 
PRIORITY APPLN. IKPO. ! 



KO. KZ, MD. RU. TJ. TM 



CY, CZ. OS. DK, BE. BS. PI. PR. OB. OR. BU. IB. 

LV. HC. ML, PL. PT, RO. SB. SI, SK. TR. BF. BJ. 

GA. ON, 00, CM. KL. MR, NB. SN. TO. TO. BM, OH, 

MZ. NA. SO, SL. SZ. TZ. UG. ZM. ZM, AM. AZ. BY. 



20060601 US 2005*254650 30051020 
US 2004-631764P P 20041025 

US 300S-3S46SO A 30051030 

OTHER SOURCE (S): MARPAT 144:43564 8 

AB The invention diacloaea lamotrigine analogs Chac have aubatituenta at Che 
triazine 3-poaition and on the benzene 4-poaicion and S>poaition. The 
laantrigine analoga can include immunogenic owietiea that can be uaed to 
prepare anti-laaotrigine antibodiea, or antigenic ooietiea that can be uaed 
in iBBunodiegnoatic aaaaya for lanotrigine. Alao, the laaotrigine analog 
can include tracer noieciea for detecting the presence or aaount of the 
analog during an inmunodiagnoatlc asaay. Addnl.. the lanotrigine analoga 
can be uaed in inanunodiagnostic aaaaya to compete with laaotrigine for 
binding with anti-laaotrigine antibodiea. Laaotrigine analog preparation ia 
deacribed. 
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A8 Generally, the preaent invention relatea to laaotrigine analoga that have 
aubatituenta at the triazine 3-po8ition and on the benzene 4-poaition and 
5-poaicion. The laaotrigine analoga can include immunogenic aoietiea that 
can be uaed to prepare anti- laaotrigine antibfxJiea, or antigenic n»ietiea 
that can be used in iaaunodiagnoatic aaaaya for laaotrigine. Alao, the 
lanotrigine analog can include tracer noietiea for detecting the preacace 
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or aaount of the analog during an inBunodiagnoatic aasay. Addnl., the 
laaotrigine analoga can be used in iminodiagnestie assays to enBpete with 
laaotrigine for binding with anti-laaotrigine antibodiaa. 
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AB A new in principle zwtbod for the syntheaia of 6-aryl (hetaryl) -3,5-dianino- 
1,2,4-triazinea by deconposition of pre- synthesized tetrazololi, 5- 
bi (1, 3,4] triazinea waa developed. The advantagea of thia nethod over 
traditional aethoda were deaonatrated using the aynthesis of a modem 
antiepileptic preparation laaotrigine. as an example. Tlw crystal atructura of 
6-phenyltetrazolo|l,S-b] [l,3.4]triazin-7-aBine ia preaented (aonoclinic. 
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OTHER SOURC8(S): CASRBACT 143:430313 

AB Laaotrigine waa prepared by reaction of 3, 3-dichlorobenzoyl cliloride with 
CuCN (1:1-2 aolar ratio) in HeCN and a ceaolvent to produce 
dichlorobenzoyl cyanide, reaction of the latter with aminoguanidine 
bicarbonate to produce Che cyanoiaine inceraediace 2- (cyanoO, 3- 
dichlorophenyDaethylenelhydrazinecarboxinidaaide. and cyelization of this 
in the presence of equeoua KOH at 0O*-reflUX. 
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AB The invention relatee to eryatklline lawAriglne (3. S-diaiBine-6- <3.3< 

dichlorophenyl)-1.3.4-triezine) {!> nonohydrate and anbydreua lanotrigine. 

An isqjroved proceaa for manufacturing tbeae product* coopriaea reacting 

2, 3-dichlorobenxoyl eyanido with aainoguanidine bicarbonate in aqueoua aincral 

acid, optionally together with « water niacible organic eolvent. at 

30-eo» to produce tb« 3- (3, 3-dichlorophenyl) -2- 

(9U«nldinylimino>acetanicrile (Scbiff baae) (XI). The schiff base IX is 
further eyclixed in aqueous organic advent, e.g. ale. to produce pure 
lanetrigine of a phaznaeeutically acceptable quality which on further 
drying at 45-50* under vacuum yields laantrigine nonohydrate. 
and/or on further drying at lOO-llO* yields anhydrous lamotrigine. 
The lamotrigine monohydrata or anbydroua lamotrigine thereby produced nay 
then be brought into aasociation with a pharmaceutical ly acceptable carrier 
for administration to a patient in need thereof. 
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AB A method for preparing the interaediate 3- (3.3-dichlorophenyl) -3- 

(«mlnoguanidine}acetonicrile (X; m.p. 160-183*) which comprises the 
condensation reaction of 3 , 3 -diehlorAensoyl cyanide with aminoguanidine 
bicarbonate in a non-aqueous medium in the presence of methanesulfonic acid, 
which produces good I yields and short reaction timea. I is cyclized into 
3,5-diamino-6-(3,3-dichlorophenyl)-l,3,4-triazine (II; m.p. 317*> 
under reflux in an aliph ale. (e.g., ethanol) or ale. -water mixture 
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AB High-purity 3 , 5-diaaiino-6- (2 ,3-dichlorophenyl) -1, 2. 4-triaalne (I; i.e., 

lamotrigine) is prepared by the condensation reaction of 3 , 3-dichlorobenzoyI 
cyanide (II) with 1-3 mol equivalent of an aminoguanidine salt (e.g., 
eainoguanidine dimesylate) in 3-6 mol equivalent of methaneaulfmic acid, then 
the obtained adduct (III) is transformed without isolation into the 
desired product by contacting it with magnesium oxide, followed fay 

crystallization 

of the product froa an appropriate organic solvent (e.g., acetone). 
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TITLB: Process for the preperation of lamotrigine and related 

3.S-diamino-6-substituted-l,3,4-triazines via 



AB Title ccnpda. (I; R - (aubatituced) alkyl, aryl}, were prepared by reaction 
Of RCOCH with aminoguanidine in the preaence of an organic aulf on ic acid in 
an organic solvent under anhydrous conditions to give (HO}C(R) (cN)nhhc(NH3}3. 
dehydration of this to give NCC(R) IsNN:C{NH3)3) , and cyclization of the 
latter. Thus, aminoguanidine hydrochloride in OMF waa treated with Me503H 
and 3,3-diehlorobentoyl chloride followed by stirring for l h, addition of 
60C13, and stirring for 1 h to give 39.3% ininoguanidine derivative The 
latter was refluxed with KOH in Me3CHOH to give 83% lamotrigine 
monohydrate . 
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A3 Lonocrigine oxo analoga I (Rl - H. CI. Br, iodo, KG) were prepared fron 
azauracil I (Rl - NH3) via Che fomation of the Intermedlace diazonium 
aalt. Coupling of this diazoniua aalt with Et cyanoacetyl carbamate gave 
the correaponding carbaiaoyl hydrazone, which underwent intramol. 
eyclization upon reflux in pyridine to afford bia (triazinyl) benzene ZI 
containing two S-azaaracil rings. 
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polypeptide are diacloaed. Alao provided ia a method for delivery of 
theae druga to a patient corapriaing adniniatering to the patient a ccxnpoaicion 
compriaing a polypeptide and a drug covalently attached to the 
polypeptide. Alao provided ia a method for protecting druga fron degradation 
coavriaing covalently attaching them to a polypeptide. Alao provided ia a 
method for controlling releaae of drugs fron a cnxi^aitiao co^riaing 
covalently attaching them to the polypeptide. 
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The invention relatea to a method for producing 3, S-dianino-6- (3. 3- 
diehlorophenyl) -1 . 3, 4-triazine (laaotrigine (I)}, or ita pharmaceutically 
acceptable aalta, by ring closure reaction from a-oxo-3.3- 
diehlorophenylacetaaidinoaminoguanidino hydrazone (II) or its aalta. The 
preparation of II from N-oxidea, tlX (R ■ linear, branched or cyclic 
(un)aubatituted alkyl, aryl. aralkyl] , Or their aalta. are also described. 
Thus, I was prepared from 3.3-C13C6H3CH:H(0)Ph, via cyanatlon with NaOI. 
aaination to the acetamidine hydrochloride, reaction with aainoguanina 
bicarbonate to give II-HCl. treatment with aqueous HaOH to give the 
free baae. which is cyclized to I; eyclization of II-RCl gives 
I-HCl. 
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Laootrigine (I) is a aodium ehannal antagonist used for the treatnent of 
epilepsy. Stable ieotopically labeled (H * 7] analogs of I and of its 
N-methylaced metabolite IJ were prepared using [M * 5] labeled (13C. 
1SN4) <aminoguanidine. obtained from labeled thiourea. The overall yield 
for iaotopically labeled II was 34% froa [H ■» 31 labeled (13C, 
ism] -thiourea. 
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eful 



Ths title compds. [I; Rl-RS - R, halo, alkyl, etc.), 
intermediates for synthesis of 1, 2,4-triazines II (active in the treatment 
of CNS disorders) . were prepared by reacting the benzoyl cyanides III with 
aminoguanidine bicarbonate in a mixture of a water-soluble aolvent and 
polyphosphoric acid. Thus, reacting 3, 3-dichlorobenzoyl cyanide with 
aminoguanidine bicarbonate in the presence of polyphosphoric acid in HeCN 
afforded 3.3-dlehlorobensoyl cyanide amidinobydrazoD* which was then 
heated under reflux in PxQR to give 3.3-diamine-6- (3,3-dlehloraphenyl)• 
l,2. 4-triazine. 
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The title compound was prepared by hydrogenation of 3. 3-C13C6H3N03 in Ms(NI at 
80 psi H pressure using Raney Ni catalyat at 30* to give 
3,3-C13C6H3NH3 which was diazotized and converted to nitrile with 
CuCN/NaCN at 65-70*. The resulting 3,3-C13C6M3CN was hydrolyzed to 
give 3.3-C13C6H3003 which was converted to acid chloride et 80* 
with SOCI3. The 3.3-C13C6H300C1 was cyano-debalogenated with CUCH/KI by 
refluxing in PhCl under an inert atmospheric and the product 3,3-Cl3C6H300CH 

condensed with aminoguanidine bleaztoooate in PhNe in the presence of H3S04 
end p-MeC6H4S03H at 100- 130* , followed by in-situ eyclization of 
Che Schiff base by refluxing with NsOHa in MeOH. Crude lamocrigine is 
purified by recrystn. from Mem. 
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AB Laaotrigine (LT) is a novel anticonvulaant. Its major metabolite in human 
is 3-N-9lueurenide (LT-3N0). In order to investigate the metabolic 
characteristics of LT in our laboratory, a reference standard of LT-3Na was 

required. 

The purpose of this experiment was to isolate pure LT-2HO from the urine of 
LT- treated guinea pigs- The pooled urine of guinea pigs fed with LT was 
eluted with methanol through XAD-3 column. LT-SNO in the eluent was 
purified by aeai- preparative HPLC equipped with a C8 column and a UV 
detector Mt et 367 n«. The mobile phase for HPLC was O.OIM ammonium 
acetate {pH i.6) containing 13% of methanol. The isolated LT-2H0 was 
confirmed by mass, IH NMR and 13C NMR spectrosc^ie anal. The aol. ion 
433.1. a downfield anooeric proton at S.39 ppa, and an upfield shift (-6.9 
ppm) of the criazine ring C-3 indicate atCaclflBent of the glucuronide to 
the N-2 of LT. These spectra were identical with the reported spectra of 
LT-2Ma isolated from human urine. 
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3.5-Oiamino-6- {3.3-dichlorophenyl} -1,2.4-triazine (lamotrigine) (I) useful 
as antiepileptic drug (no data) is prepared in a 3 step process. Thua, 
3.3-dichlorobenzoylchloride waa treated with cuprous cyanide in prsMnce 
of aeetonitrile and a solvent to produce 2, 3-dichlorobenzoyl cyanide, 
further with aminoguanidine and cyclized to produce I. 

3 THERE ARB 3 CITBD RBFBRBNCBS AVAILABLE FOR THIB 

RECORD. AU, CITATIONS AVAILABLE IN THB RB FORMAT 
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A nethod of teating the purity or atability to degradation of a aample of 
lanocrigine or a pharmaceutical doaage fors eoapriaing laaotrlgine 
eonaiata of aaaaying the aa^le for the preaence of a coRpound aelecced fn 
3 - aaino - 6- (3 . 3 -d icblorophenyl )-1.3.4-triazine-5-(4H)- one and 
H- [ 5 • amino - « • 1 3 . 3 - dichloropheny 1 ) - 1 . 3 . 4 - 1 r i«x ine - 3- yl 1-3,3- 
dichlorobenzaaide (I) . A proceaa for producing coapound I. ia alao 
diacloaed. Lamotrigine was treated with 3 , 3 -dichlorobenTOyl chloride to 
give I. TLC-denaitooetry was uaed to deteznine I in lamotrigine tableta. 
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Novel fluorophenyl-criaxine and pyriaidine derive. I and their phyaiol. 
acceptable aalta are diacloaed (trherein Rl > amino, l-piperazinyl or 
4-aHcylpipera«in-l-yl, where alkyl - Cl-4 chain, preferably He; R3. R3, B4 
■ halo, preferably F or CI: RS > H or halo, preferably P or CI; Y » M, 
CH) . A method for preparing the ccmpda. ia alao diacloaed, aa are 
phaxnaceutical coopna. containing a pharmaceutically acceptable carrier and at 
leaat one aueh compound The conipde. are CMS ageata which act by inhibiting 
the releaae of glutamate. Example* include 13 ayntheaea. 1 atandard 
formulation, and biol. data for S conpda. Por inatance, 

3,3-dichlaro-4,S-difluorobenxoic acid (prepared in 3 atepa) waa converted to 
the acid chloride <99%} and then to the acyl cyanide (98%), and the latter 
waa condenaed with aninoguanidine bicarbonate and cyclized (31%) to give 
title coapound ZI. In a teat for prevention of hypoxic death In mice, II 
had an EDSO of 0.6 mg/kg i.p., vm. 1.3 og/kg for lamotrigine. 
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Lamotrigine, 3, S-diamino-6- (3. 3-dichlorophenyl) -1, 3, 4-tria2ine (I), ie 
prepared by treating 6- (3.3-dichloropihenyl) -5-cbloro•^•thiaaethyl-l,3.4- 
triazine (II) with NH3. Tfaua. II (preparati«> given) waa heated with ethanolic 
HH3 ia a aealed tube at 180* and 280 pal for 72 h to give X. 
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Lamotrigine (I) waa prepared by irradiation of (II; R - CN, C0NH2) with UV or 
viaible xadiation in an organic aolvcnt. or, when R > CN, by heating. Thua, 
II (R ■ CN) waa refluxed in 1-propanol under irradiation from a medium 
preeaure Hg lamp for 8 h to give 73% lamotrigine. 
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AB Title etmpAm. (1; 1 of IU-R3 • cl and the other* - H or CI; M. RS - H, 

alkyl) were prepared Thua. 3.5.3-Cia(H3N)C£H3C03H waa converted in 3 atepa 
to 2.3,S-Cl3C6H2COCN which waa cyclocondensed with H3KC ( ;NH)NHNH3 and the 
product nitrated to give, after reduction. I (R1-R3 • Ci. R4 > RS • H) . The 
latter had ICSO of <10 yH againat glutamate releaae from rat brain 
alicea. 
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waa prepared by reaction of 1 with 3 -hydroxye thane sulfonic acid (II) or by 
reaction of I salts with the anion of II. A 1.0 H solution of Ka iaethianat« 
in U30 waa pasaed through a colusin of IR 120 (H) ion exchange resin. I 
(preparation given) waa added to the reeulting II and the aolution was filtered 
and evaporated Reeryatn. fran industrial nethylated spirit gave 73% 
I.iaechionate. 
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Tautomeric irainotriazinaminea I (R - (un) subatituted Cl-10 alkyl. C3-10 
alkenyl, C3-10 alkynyl, C3-10 cycloalkyl; R1-R5 • B, halogen, alkenyloxy, 
acyl, aeyloxy, eyano, N03. aryl, alkylthie, (un) substituted alkyl. 
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alkenyl. alkynyl, alkoxy. amino; R1R3, R3R3, R3R4, R4R5 - CIi:CHCH:CM) were 
prepared Thus. 3, S-diamino-6- (3, 3-dlchlorophenyl) -1. 3. 4-triaxine was 
alkylated with Ne3CRI to give I -HI (R - Hs3CH, RI > R3 - CI; R3-R5 - H) 
which waa converted to the mesylate aalt (II) (13% overall yield) . II at 
1 rag/kg i.v. to rata increaaed the amount of aeonitine required to elicit 
ventricular arrhythmiaa by 490% compared with 84% for 1 mg/kg verapamil. 
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AB ((Cyanebenzylidene) amino] guanidines I (R-R4 - H, halo, alkyl, F3C; RRl - 
BC:CHCHtCH, hal(d)enso, trif luoromethylbenzo, alkylbenzo) were prepared fr 
the benzoyl cyanides XI and R3NNRC(:MH)ini3 and were useful as 
inteimsdiates in the preparation of anticonvulsant triazines XII. Thus, 
3,3-C13C6H3CDCl was treated with CUCN to give 3, 3-C13C6H3C0CN idiicb was 
treated with H3NNHC( :NH)NH3 to give I (R • RI - CI, R3 - R3 . R4 - H) , 
which was cyclized by KOH to give III (R - R3 - CI, R3 - R3 - R4 - N) 
(IV). The anticonvulaant EDSO of IV was 3.4 ng/kg in the maximal 
electroshoek test. 
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RL: RCT (Reactant); SPN (Synthetic preparation); PR8P (Preparation); RACT 
(Reactant or reagent) 

(preparation of dichlorobenzonitrile via diazotization oC dichloroaniline 

followed by Sandmeyer reaction) 
IT 6574-97-6P. 3,3-Diehlarobenzonitrile 

RL; SPN (Synthetic preparation); PREP (Preparatim) 

(preparation of dichlorobenzonitrile via diazotization of dichloroaniline 

followed by Sandmeyer reaction) 

LlO 37 ANSWERS HCAPLUS COPYRIGHT 3007 ACS on STN 
IC ICM C07C381-18 

CC 38-19 (Heterocyclic Compounds (More Than One Hetero Atom)) 

Section cross- reference (s) : 45 
TI Process for preparing 3- (3,3-diehloraphenyl) -3- 

(aminoguanidine)acetonitrile and a process for its cyclisation into 

3. 5- diamino-6- (2,3 
-dichlorophenyl ) -1.2,4 - 
triazine 

ST diaminodichlorophenyltriazine prepn cyclisation 

d i chloropheny 1 aminoguanid ineace tonit rile 
IT Alcohols, uses 

RL: HUU (Other use. unclassified) ; USES (Uses) 

(aliphatic, solvents; in the cyclization of 3- (3,3-dichlorophenyl) -3- 
(aminoguanidine) acetonitrile into 3,5- 
diaaino-6- (2,3- 
dichlorophenyl ) -1.3,4- 
triazine ) 

XT Condensation reaction catalysts 

(oethanesulfonie acid; for the conversion of 2. 3-dichlor6benzayl 
cyanide with aminoguanidine bicarbonate in a non-aqueous medium to give 
2 - ( 2 , 3 ■ dichlorophenyl ) - 3 - ( aminoguan idine)acetonitrile) 

IT Condenaation reaction 

(of 2,3-dichlorobenzoyl cyanide with aadnoguanidlne bicarbonate in a 
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non-aqueoua aediua in the pr«Mne« of MthanMulfonie acid Co giva 
a- (3.3-dichlorophenyl)-3- (aminoguanidina)aeatonitrila) 

Cyclixation 

(of a-(2.3*dichlorevh«nyll-a-(a»inosuani(!U«)BC«canitrile into 

3.5-di«aino-6-(3, 

3>dichlorophenyl ) -1,3,4 

-triasine) 
7S-7S-3, NftChanaralfonle acid 
RI.: CUT <catalyat uh) i USES (Use*) 

(coadenaacion catalyst: in a procaaa for preparing 3- (2.3-dichlorophanyl) - 

3- (aainosuanidinajacatonitrila froo 2,3-dichlor^enzoyl cyanide and 

aminoguanidina bieaitenate) 
2583-30-1. Aninoguanidinc bicarbonate 776«a-43-9. a.S-DichlorcAenzoyl 
cyanide 

RL: RCT (Reactant): RACT (Reactant or reagent) 

(in a proceflfl for preparing 2- (3, 3-dichlorophenyl) -3- 
(aninoguanidine)acetonitrile) 

1310-73-3. SodilUB hydroxide, reactions 

RL: ROT (Reagent); RACT (Reactant or reagent) 

(in the eondeaeation of a,3-dichlorobenzoyl cyanide with aminoguanidioe 
bicarbonate in a non-aqueoua medium in the presence of metbanesulfonic acid 
to give 2- (3, 3-dichlorophenyl) -3- (amiRoguanidine>acetanitrile) 

a46S9-20-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

( proce as for preparing 2-(3,3-dichl oropbeny 1 ) - 3 - 

(aBiaoguanidine)aeetonitrile and a procesa for its cyclisation into 

3,S-diamino-C-(3, 

3-dichlorophenyl ) • 1 , 3 , 4 

-triazine) 
840S7-a4-lP, 3, S-Diamino-C- ( 
3, 3-dichlorophenyl )-1.2. 
4-triazine 

RL: SPH (Synthetic preparation) ; PREP (Preparation) 
(procesa for preparing 2- (3, 3-dichlorophenyl) -2- 

(aminoguanidine)acetonitrile and « proceee for its cyclixation into 

3,5-diaaino-i-(3, 

3-dichloropfaenyl ) -1. 3 , 4 

-triazine) 

64-17-S. Ethanol, uses «7-fi3-0, Isopropanol. uses 7733-18-5, Hater, 
uaea 

RL: mm (Other use. unclassified); USES (Usee) 

(eolvent; in the cyelization of 3- (3. S-dichlorophcnyl) -3- 
(aiiiinoguanidine)acetonitrile into 3.5- 

diamino-6-(2.3- 

di chl orophenyl ) - 1 . 3 , 4 < 

triazine) 

37 ANSNERS HCAPLUS CDPYRIGSTT 3007 ACS on STV 
1-3 (Pharmacology) 

Traneplacental passage of lamotrigine in a human placental perfusion 

ayeten in vitro and in maternal and cord blood in vivo 

lamotrigine anticonvulsant bioavailability placenta perfusion pregnancy 

Cetua epilepey 

Embryo, animal 

(fetus; lemotrigine transplacental pasMge in human planntal perfusion 

system in vitro and in maternal and cord blood in vivo) 
Ant icon vulaanta 
Drug bioavailability 
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Epilepsy 

Human 

Perfusion 

Placenta 

Pregnancy 

(lamotrigine transplacental passage in human placental perfusion system 

in vitro and in matemel and cord blood in vivo) 
IT Biologicel transport 

(uptaJce: lemotrigine transplacental passage in human placental 

perfusion system in vitro and in maternal and cord blood in vivo) 
IT 840S7-B4-1. Lemotrigine 

RL: PICT (PharmacoXinetica) ; THU (Therapeutic uoe) ; BIOL (Biological 
study): USES (Uses) 

(lemotrigine transplacental passage in human placental perfusion system 

in vitro end in matemel and cord blood in vivo) 

HOW HAHY HORB ANSNBRS 00 YOU WISH TO SCAN? (l)tO 
-* d his 

(PILE 'HOKB* Em-BRED AT 1«:55:13 ON 04 APR 3007) 
PILE 



LI 
L3 

U3 



REGISTRY' ENTBRBO AT 16:55:37 OH 04 APR 3007 
STRUCTURE UPLOADED 
3 S LI SSS SAM 
128 S LI SSS FULL 

FILE 'HCAPLUS- BNTBREQ AT IC: 56:47 ON 04 APR 30O7 
L4 35 S L3/P 

E US300S0338734/PH,FftH.AN 
LS OS B3/RH 

L6 1 S S3 

P2LB 'RBOXSTRy 8NTBRBD AT IC: 58:38 COI 04 APR 3007 
L7 0 8 LC 

FILE 'HCAPLUS' BNTBRBD AT 17:00:04 ON 04 APR 3007 
B LAIOnUOIHB+ALL/CT 
S LAMOrTRIOINE/CN 

PILE 'RBaiSTRY' BMrrSREO AT 17:00:3« ON 04 APR 3007 
LB 18 LAMDTRXOINB/CN 

PILE ■HCA^^yS' ENTERED AT 17:00:37 ON 04 APR 3007 

L» /Is^Ss^a 

LIO / 27 S l3,S-OIAHIIIO-C- (2,^-DICBLOROPHBNYL)-l,3,4-TRIAZZNB- 

» d 110 l^aT'-iisih abs 
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3007:365185 HCAPLUS 
Proceae for the preparation of 3.S 
•diemino-6- (3.3 
• dichlorophenyl ) - 1 . 3 . 
4-triazine 

Rawalneth. Sa)chardande Rajiv; Kanji, fOiatri Navin; 
Nillcanth, Firalce Pandharinath; Vasant, Penchal Rajesh; 
Nageah, Berekar Chandan; MadhuJcar, Nohite Dhanaji 
Saxena, Aloh, India 
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Indian Pat. .^>pl. 
COOBN: 
Patent 
English 



DOCUMENT TYPE: 
LAJKOUAOB: 
FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT HO. 



KIND DATE 



APPLICATION NO. 



DATB 



30060431 



LIO 



TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE: 



SOURCE: 



pi;blisher: 



IN 300C-MU71 30060117 
IN 300C-HU71 30060117 
There is disclosed an improved procesa for the preparation of 3. 
5- diamino-«-(3, 3- 
dichlorophenyl ) -1, 2, 4- 

triazine which proceaa conpriaea the step of reacting 
3.3-dichlorobenzoylchloride with cuprous cyanide in presence of 
acetonitrile without the need of a eo solvent to obtain dichlorbenzoyl 
cyanide. Mid dichlorobensoyl cyanide is reacted with amino guanidine 
bicartenate to produce a Mbiff;s base, which is cyclized in presence of 
aqueous potassium hydroxide to produce 3,5- 
diamino-6- (3,3- 
dichlorophenyl ) -1,3,4 - 
triazine . 

a OP 37 HCAPLUS COPYRIGHT 2007 ACS on STN 
3007:40805 HCAPLUS 

Crystal structure of lamotriginiua hydrogen phthalate 
dimethyl fortoamide solvate (1:1:1) 
Sridhar, Balaaubromanian: Ravikumar, Krishnan 
Lab. X-ray Cryatsllography, Indian Inst. Chemical 
Technology, Hyderabad. India 

Molecular Cryatals and Liquid Crystals (3006). 461. 

131-141 

OODEN: HCLCD8; ISSN: 1S43-1406 
Taylor i Francis, Inc. 
Journal 
English 

3,5-diamino-6-( 
3. 3-dichlorophenyl ) -1. 3. 

4-triazine -hydrogen phthalate-dimethylf orxaamide, 
C9HeN5C13« -ceH50-4-C3H7l]D (lamopht)ialate) , crystallizes in 
the triclinic space group PI with unit cell parameters a - 
10.1587(6) A, b - 11.3704(7) A, C - 12.1976(7) A. o - 
no. 797 (1)', p ■ 111.61(1)«, y - 

99-53(1)*, V ■ 1151.16(12) A3, and Z • 2. The asym. unit 

comprises one lamotriginiuo cation, one hydrogen phthalate anion, and one 
DKF solvate. The dihedral angle between the two planar rings is 
65.3(1}*. The expected proton transfsr occurs at H3 of the 
triazina ring. Both 0-H...0 and N-R...O hydrogen banding stabiliMS tlie 
crystal structure. 

REFBRENCB COUNT: 17 THERE ARB 17 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE XH THB RE FORMAT 

LIO ANSWER 3 OF 37 HCAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 2006:1032885 HCAPLUS 

TITLE: Lanotrigine dimethyl formamide sesquisolvate 

AUTH0R(6}: Sridhar. Balasubramanian: Ravikumar. Krishnan 

CORPORATE SOURCE: Laboratory of X-ray Crystal lograpliy, Indian Institute 

of Chemical Technology, Hyderabad, 500 D07. India 
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SOURCE: Acta Cxystallographica, Section B: Structure Reports 

Online (3006), E63(10), o47S3-o4754 

CODEN: ACSEBH; ISSN: 1600-S368 

URL: http://joumala.iucr.Org/e/issues/3006/lO/00/is30 

71/ index, html 

PUBLISHER: Blackwell Publishing Ltd. 

DOCUMENT TYPE: Journal; (online computer file) 

LAMOUAGB: English 

AB In the title compound. C9H7NSC12 • 1 . 5C3H7NO, the asym. unit consists 
of two crystallog. independent lamotrigine (systematic name: 3, 
S-diamino-6-(2.3- , 
dichlorophenyl ) -1.3.4 - 

triazine] and three DMF mols. In the crystal structure, 
N-H>'-N and N-H---0 hydrogen 

bonds lead to the formation of R23(a) and R23(8) motif a. 
RfiFBRBNCB COUNT: 14 THERE ARB 14 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THB RE FORMAT 

LIO ANSWER 4 OF 37 HCAPLUS OOPYRZOHT 3007 ACS on STN 
3005:431793 HCAPLUS 
143:430313 

Process for preparation of 3,5- 
diamino-6- (3,3- 
dichlorophenyl ) -1, 2, 
4-triazine (Lamotrigine) via 

reaction of 2, 3-dichlorobenzoyl chloride with cuprous 
cyanide and then with aminoguanidine bieaztonate 
followed by cyelization. 
Vyas, Sttarad Kumar 

Torrent Pharmaceuticals Ltd.. India 
Indian, 13 pp. 
CODEN: INXXAP 
Patent 
English 



INVENTOR(S) : 
PATENT ASSIGNEE (S): 



The title 



DOCUMENT TYPE: 
LANGUAGE: 
FAMILY ACC. NUM. COUNT; 
PATENT INFORMATION: 

PATENT »0. 



KIND DATB 



IN 1831S0 
CA 3334937 
CA 3334937 
NO 3000035888 

W: AB. AL, 
CZ. DE, 
IN. IS. 



MD. HO, MK, 



RW: OH. OM, 
DK. BS, 
CO. CI. 

AU 3000013934 

EP 1140872 

EP 1140872 

R: AT. BE. 
IB. SI, 

AT 350041 

RU 33 31 S3 6 

US « 111 101 



APPLICATION HO. 



At 19990935 IN 1998-CA3171 

Al 30000633 CA 1999-3334937 

C 30040931 

Al 20000622 WO 1999-IB195S 

AT, AU, AZ. BA, BB, BO. BR. BY, CA. 

DM. EE, ES. ?1. GB. OD. OB. OH, OM, 

KE, KO, KP. KR, KZ. LC, LK. LR. LS. 

MN, MM. MX, HO. NZ, PL, PT, RO. RU, 

LS. MW. SD, SL, SZ, TZ, UG, ZW. AT, 

FR. Oa, OR, IB, IT, LU. MC, HL. PT. 

OA, OH, ON. HL, MR, NB, SN. TD, TO 
A 30000703 AU 3000-13934 



19991207 

CH, CN, CR, CU, 

HR, HU, ID, IL. 

LT. LU, LV, MA, 

SD, SE, SG. SI. 

BE, CH, CY, DE. 

SB, BF. BJ. CF. 



30011010 
20030917 
DE, DK, BS, FR, ( 



EP 1999-956393 



R, IT, LI, LU. NL. SE, MC, PT. 



LT, LV. FI, 



3003101S 
30040637 
30000839 



AT 1999-956393 
RU 3O0I-11S698 
US 1999-456S01 



19991307 
19991307 
19991308 
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PRIORITY APPLN. INFO.: IN 1998-CA3171 A 19981314 

HO 1»9-I81»S5 M 19991307 

-OTHER SOURCR(S): CKSRSACT 143:430913 

AB Laaotrigine was prepared by reaction of 3. B'dichlerabenxoyl chlorifta with 
CuCN (1:1-3 laolar ratio) in MeCN and a coaolvent Co produce 
dichlorobenzoyl cyanide, reaction of the latter with aminoguanidln* 
bicarbonate to produce the cyanoinine intermediate 3- lcyano<3, 3- 
dichlorophenyDnethylene] hydrazinecarboxiraidamide, and eyclication of Cbifl 
in the presence of aqueoua KOH at BO*<reflux. 

LIO ANSWER S OP 37 HCAPLUS COPYRIGHT 3007 ACS on STH 
30O4:10S3399 HCAPLUS 
143:33C054 

Synthaaia of 3.3-0ichlarobenzonitril« 
Deng. Hong; Liao, Qi; Zhou, Ying 

Dept. of Chcniatry. Central South Foreatry Uhiveriity, 
Zbuzhou. Hunan Province, 413006, Peop. Rep. China 
Jingxi Huagong Zbongjianci (3004), 34(5). 33-34 
OODEM: JHZIARt I8SM: 1009<9ai3 
Jingxi Huagong Zhang jianti Zaihiabe 
Journal 
Chineae 

CA5RSACT 143:336054 
3, 3-Dichlorobenzonitrile waa the itaportant intemediate for aynthesizing 
3. 3-dichlorobenzoic acid, which ie the )tey intermediate for ayntheaizing 

3, S'diaaiino-6- (3,3 
-dichlorophenyl ) -1,3 ,4- 

triaxine, the specific anciepileptic called Laaotrigine. 

3,3-Dichlorobcnzonitrile waa ayntheaized from 3, 3-dicbloroaniline by diazo 
and SandBMyer reaction. The yield waa over C0%. 



DOCUKSNT MIMBBR; 
TITLE: 
AUTHOR (5) : 
CORPORATE 



DOCUMENT TYPE 
lANCUAfiS: 
OTHER SOURCB(S) 



LIO ANSNBR < OP 37 



PATSirr ASSIOKEB(S): 



HCAPLUS COPYRIGHT 3007 ACS on 8TN 
3004:431470 HCAPLUS 
141:7119 

Preparation of eryatallina laaotrigina and ita 

■onohydrate 

HanjunaCha, Sulur O.; Kulkami, Aaholc Kriabnaj 
Kiahora, Chanigundia; BoMca. Raviaan)car 
Jubilant Organoaya Limited. India 
Brit. UK Pat. Appl.. 35 pp. 



LANOUASB; 

FAMILY ACC. NUM. COUNT: 
PATBOT INFORMATION: 



Patent 

Sngliah 



KIND DATE 



APPLICATION NO. 



DATE 



OB 3395483 
MO 300S003104 
NO 3005003104 



A 3004053 S 

A3 30050113 
A3 30050933 

AB, AO, AL, AN, AT, AU, AZ, BA, BB, BO, BR. BW, BY, BZ, CA. CB, 

CN. CO, CR, CU, CZ, DB, DK, DM, DZ, EC, EE, BO, BS. FI, OB, OO, 

OE, GH, OM, HR, HU, ID, IL, IN, IS, JP, KE, KO, KP, KR, KZ, LC. 

LK, LR. LS, LT, LU, LV, HA, MD, MO, MK, MN. MH, MX, MZ, NA, NI, 

HO, KZ, OM, PG, PH, PL, PT. RO, RU, SC, SD, SE. SO, SK, SL, SY, 

TJ, TM. TN, TR, TT. TZ, UA, UO. US, UZ. VC. VN. YU, ZA, ZM, ZW 

BW, OB, OM, KB, LS, MM. MZ, NA. SD. SL, SZ. TZ. UO. ZM, ZN. AM. 

AZ. BY. na, KZ. MD. RU. TJ, TM. AT. BB. BO, CH. CY. CZ, DB. DX. 



Page 41 •earched4/4/07 



10/511987 LKNOTRZOim r«g no-text aaareh USPOPUS aearch 

BB. ES. Fl. FR, GB, OR. RU, IB. IT, LU. MC, NL. PL. 

, CF, OO, CI. CM. OA, OH, GQ. OW. 



PRIORITY APPLN. 
OniBR BOURCBtS) 
GI 



, SE. TR. 
, TO. TO 
INFD.i 



PT. RO, SB, 
ML, MR, NB, 



CASRBACT 141:7119 



OB 3003-15*08 




AB The invention ralataa to eryatallina laaotrigine O.S- 
dianLno>S-(3,3- 
dichlorophenyl }- 1 , 3 , 4 • 

triazine) (II nonohydrate and anhydroua laeiotrigine. An improved 
proceaa for manufacturing theae producta eoapriaea reacting 3 . 3 *dichlorobenzoyl 
cyanide with aminoguanidine bicarbonate in aqueous aineral acid, optionally 
together with a water miacible organic aolvent, at 30- BO* to produce 
the 3- (3, 3-dichIoropheDyl) -3- (guanidinyliBino)acetonitrile (Schiff baae) 
(11). The Schiff baae II ia further cyclized in aqueoua organic aolvent, e.g. 
ale. to produce pure laaotrigine of a ptianacautically acceptable quality 
which on further drying at 45-50* under vacuua yielda lanotrigine 
nenehydrata, and/or on further drying at 100-110* yielda anhydroua 
laaotrigine. The laraotrigine nonohydrate or anhydrous lamotrigina thereby 
produced may then be brought into association with a phamaceutically 
acceptable carrier for administration to a patient in need thereof. 
REFSRSNCB COUNT: 4 THERE ARB 4 CITED REFERENCES AVAILABL6 FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RB FORMAT 

LIO ANSWER 7 OF 37 HCAPLUS COPYRIGHT 3007 ACS on STH 
ACC8SSI0N NUMBER: 3004:390314 HCAPLUS 

140:391399 

Proeaaa Cor preparing 3- (^,3•^lchleroph«nyl)-3- 
(alBinoguanidin•)ae«tonitril• and a proeaaa for its 

cyclization into 3.5- 
diRraino-6> (3,3- 
dichlorophenyl ) - I , 3 , 
4-triazine 

Dalmaaes Barjoan. Per«; Bessa Bvllmunt, Jordi 
Laboratorloa Vita, 8. A.. Spain 
per Int. Appl.. 17 pp. 
OOOEH: P1XXD3 
Patent 
aiglish 
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triazina (IX; m.p. 317*) under reflux in an aliph ale. 
(e.g., etbanol) or alc.-%nter mixture 
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140:303705 

TWo-step process for the syntheaia of high-purity 

3.5-dia«itto-6-( 

3, 3 -dichlorophenyl ) - 

1,3, 4 -triazine 

from 3, 3 -dichlorobenzoyl cyanide and aminoguanidine 
diraesylate 

Neu, Jozsef: Glzur, Tibor; Toerley, Jozaef: Csabai. 

Janoa: Vegh, Ferenc; Kalvin, Peter; Tarltanyi. OaJaor 

Richtar Oadeon Vegyaszeti Oyer Rt.. Hung. 

per Int. Appl.. 13 pp. 

OODBN: PIXXD3 

Patent 
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A SMthod for preparing the intemediate 3- (3 . 3 -dichlorophenyl) -3- 
(aminoguanidine}acetonitriIe (I; m.p. 180-183*) which compriaea the 
condenaacion reaction of 3. 3 -dichlorobenzoyl cyanide with aminoguanidine 
bicarbonate in a non-aqueous nediua in the preaence of nethaneaulfonie acid. 
Which producea good I yields and short reaction times. I is cyclized into 
3.S-diaoino-S- (3,3 



s«arched4/4/07 



• STRUCTURE DIAGRAM TOO LAROE FOR DISPLAY 
AB High-purity 3. 5-diaBino-6- ( 



AVAILABLE VIA OFFLINE PRINT ' 



10/511fS7 UUCmUGIHB r«9 no-cext Mareh USPGPUB search 
2 . 3 -dichlon^henyl 1-1.3, 

4-tri*ziiie II: i.e.. lanetrigine) im prepared by che 

condenMtion reaction of 3, 3-dichioroben«aYl cyanide (II) vith 1-3 nol 
e<]uivalcnc of an aminoguanidine aalt (e.g.. amineguanidlR* dimeaylate) in 3- 
iBOl equivalent of oiethaneaul tonic acid, then the obtained adduct (III) ia 
tranafonaed without iaolation into the desired product by contacting it 
with ugneaiuik oxide, followed by crystal lizat ion of the product from an 
appropriate organic solvent (e.g.. acetone). 
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Tranaplacental passage of lataotrigine in a huaan 
placental perfusion system in vitro and in natemal 
and cord blood in vivo 

Myllynen. Paeivi K.: Pienimaeki. Paeivi K.; 
Vaehaekangas. Kirsi M. 

Oepartaent of Phanaacology and Toxicology, IMiversity 
of Oulu, FO Sox SOOO, Oulu. 7IN-90014, Finland 
European Journal of Clinical Pharmacology (2003) . 
58(10). «77-«e2 

COOEN: EJCPAS; ISSN: 0031-«970 
Spr inger-Verlag 
Journal 
English 

Me studied transplacental passage of Isnocrigioe (3.5- 
diaiBino-s-(2,3- 
dicblorophenyl ) • 1 , 3 , 4 • 

triaxine: LTO) using an ex vivo huaan placental perfusim netbod 
and in in vivo samples. Term placentas froa healthy Bothers without 
oedications were perfused in a recirculating dual perfusion system. LTO 
(3.S M9/bL. n - 4; 10 yg/nL, n - 4) and reference coeipound antipyrine (100 
pg/mL) were added into the natemal circulation. The disappearance of 
drugs froia the maternal circulation and appearance into the fetal 
circulation was followed every 15 cnin up to 3 h. Drug concns. were 
analyzed using high- performance liquid chrooatog. In addition to human 
placental perfusions, we analyzed LTO concns. in laatemal vein and cord 
blood samples after delivery from two epileptic mothers receiving LTO 
therapy during pregnancy. LTO was detectable in the fetsl circulati<m at 
IS nin in all of the perfusions, indicating rapid transfer. Matamal and 
fetal concns. reached equilibrium at 60 min with both concns. used. The 
feto-matemal ratio was 1.26 ± 0.20 with 10 Mg/oiL LTO and 0.S3 i 
0.41 with 2.S Mig/mL LTG at Che end of the perfusion. The transfer of 
LTO from the inatemal to the fetal compartment at 130 min was 38.9 i 
10.7% with 3.5 pg/mL LTO and 37.8 i 3.3% with 10 ^/mL LTO (p > 
0.05). In the serum samples from epileptic mothers, ths cord blood 
mtemal concentration ratio was 1.03 in one pair and l.SS in the other. LTO 
crossed the placenta easily and rapidly, indicating that tba natemal 
treatment leads to a considerable fetal exposure. 
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TITLB: Method for producing lamotrigine from 
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of anthracene, anthraquinone, and 1-hydroxyanthraquinone, with photodioda 
array dstection at 350 nm, was developed. The separation was achieved on a 

Kroiaasil 100 08 5 |xm 250 * 4 mm column, applying a 10-nin linear 
gradient elution starting with 85% methanol and 15% 0.05M amnoniun acetate 
and ending up with 95% of methanol and 5% O.OSM asnoniua acetate, at a 
flow-rate 0.7 mL/min, using 3.S-diaraino' 
6- (3, 3 -dicblorophenyl )-l, 

3.4-triazitte (lamotrigine) as internal standard 

Calibration curves %Mre rectilinear for 0.1*3.0 ng anthracene. o.l-lo.O ng 
anthraquinone, and 0.5-20.0 ng 1-hydroxyanthraquinone. when 10 piL was 
injected. The detection limits wera COS ng injected on-eolunn for 
anthracene and anthraquiaoaa and 0.3 09 aa-eolUBU for 1- 

hydroxyanthraquinene. The average intra- and inter-day RSDs for injection 
precision (in terms of peak area) were 1.95 and 3.62%, reap. The method 
was applied to the anal, of river and lake waters. A protocol, combining 
solid phase extraction (SPB) with sonicatlon of matrix with sorbent, was 
developed for enhancement of recovery. The proposed protocol was chosen 
among other studied, after optimization of each step. Mean recoveries 
were 50% for anthracene, 71% for anthraquinone, and 10S% for 1-hydroxy 
anthraquinone . 
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The 



The invention relates to a method for producing 3,5- 
diafflino-6- (2,3- 
dichlorophenyl ) - I , 3 , 4 - 

triazine (lamotrigine (I)], or its pharmaceutically acceptable 
salts, by ring closure reaction from a-oxo-3,3- 

dichlorophenylacetamidinoaminoguanidino. hydrazone (IX) or its salts, 
preparation of II from N-oxides. Ill (R . linear, branched or cyclic 
(un) substituted alkyl, aryl. aralkyl) . or their salts, are also described. 
Thus. I was prepared from 3. 3-C12C6H3CH:N(0) Ph. via cyanation with NaCN. 
amination to the acetamidine hydrochloride, reaction with aninoguanine 
bicarbonate to give II-HCl, treatment with aqueous NaOH to give the 
free base, which is cyclized to I; cyclization of II'HCl gives 
I'HCl. 
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Evidence that DHPG- induced nociception depends on 
glutamate release from primary afferent C- fibres 
Lefebvre. Celeste; Fisher. Kim; Cahill, Catherine M. ; 
Coderre. Terence J. 

Pain Mechanisms Laboratory, clinical Research 
Institute of Montreal, Montreal. QC. H3W 1R7. Can. 
NeuroReport (3000). 11(8). 1631-1635 
CODEN: NSRPEZ: ISSN: 0959-4965 
Lippincott Williams t, Wilkins 
Journal 
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examined whether enhanced glutamate release contributes to the 
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Development of a solid phase extraction protocol for 
tha simultaneous determination of anthracene and its 
oxidation products in surface waters by reversed- phase 
HPLC 

Papadoyanois. I . N. : Zotou, A.; Samanidou. V. F. 
Laboratory of Analytical Chemistry. Department of 
Chemistry, Aristotle University of Thessaloniki. 
Tbsssaloniki, OR- 541 34, Greece 
Journal of Liquid Chromatography 6 Related 
Technologies (3002). 25(17). 3635-3653 
CODEN: JLCTFC; ISSN: 1083-6076 
Marcel Dekker. Inc. 
Journal 
English 

AB A gradient reversed-pbase HPLC (RP-HPLC) method for tha simultaneous 
daterainatien 
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expression of persistent spontaneous nociceptive behaviors (SNBs) in rats 
induced by intrathecal (i.e.) administration of the selective group I 
BOluR agonist. (RS) -3. S-dihydroxyphenylglyeina ((RS)-DHPO). Pretreatment 
with drugs that have been shown to inhibit glutamate release, including a 
group II raetabotropic glutamate receptor (oOIuR) agonist 
(2R.4R) -4-aminopyrrolidine-2.4-dicarboxylate ( (3R,4R) -APDC) , a group III 
mCluR agonist L-2-amino-4-phosphonobutyrate (L*AP4>, or the use-dependant 
sodium channel blockers 3.S-diamino- 
6- (2.3-dichlorophenyl ) -1. 
2,4-triazine (lamotrigine) and 

3-amino-6-trifluoromethoxybenzothiazole (riluzole) . produced 
dose -dependent redns. in ( RS )- DHPG- induced SNBs. The authors have also 
shown that ineubatico of rat lumbar spinal cord slices with (RS)-OHPO 
potentiates 4-aainepyridine-evolced (4-AP) release of glutamate. 
Furthermore, the authors found that destruction of unnyalinated primary 
afferent C- fibers by neonatal capsaicin treatment significantly reduced 
(RS) -DHPG- induced SNBs in adult rats. Together, these results suggest 
that (RS) -DHPG- induced nociception is dependant on Spinal glutamate 
release, probably from primary afferent C- fibers. 
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AB 3.5-DiaBilW-S-<a. 

3-dichlorophenyl ) - 1 . a . 4 • 

triaxine (lanotriglna) (I) UMful aa antiepileptie drug (no data) 
ia prepared In a 3 atep proceaa. Thua. 3. 3-dichlor^>ensaylchloride waa 
treated with cuproua cyanide in preacnce of aceconitrile end a aolvent to 
produce 3,3-dichlorobensoyl cyanide, further with aMxnoguanidiae and 
eyclixed to produce I. 
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TITLB t Structure of 3,S-diamino 

.6-(3,3- 

dichlorophenyl } • 1. 3 , 
4-triazine iaethionate aolvate 
(laaotrigine iaethionate) 
AUIIiOR(S) : Potter, Brian; Palner, Rex A.; Withnall, 
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Leach. Michael J.; Chowdhry. Babur Z. 
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Journal of Chemical Cryatallography (1999). 39(6), 
701- 70C 
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Journal 
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and mol. atructure of laaotrigine iaethionate waa dcterained by 



The 



direct Mthoda. The coa^tound cryatallisea in the tetragonal apace group 
I4l/a, with a 19.464(5). C 16.557(5) A; Z > 16, dc - 1.S79; R - 
0.0533. Rw - 0.1317 for 2041 refleeciena. Atoaic coordinatea are given, 
iaethionate miety forma multiple H bond* to the lamotrigine nucleua. 
three from one iaethionate. two from a aynnetry related iaethionate and a 
further two from two different aynaaetry related mola. Protonaeioo of 
N(3') in the triaxine ring, not obaerved in the natiirc lamotrigine atructure 
ia preaxtmably aaaociated with Che interaction of the iaethionate moiety. 
Both ringa in the lamotrigine noiecy are eaaentially planar, with a 
dihedral angle of £6.08(7)* compared to 80.70* in native 
lamotrigine. The connecting bond length C(l)-C(6'} 1.493(3) A alao 
eorrelatea well with valuea in related conpda. (1.480(3) A) in the 
native •tnieturea. 
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TITLB: Detection of the principal aynthetic route indicative 

impurity in lamotrigine 
Aahton. D. S.; Ray. A. D.; Val)co, K. 
School of Pliarmacy. Utiiveraity of London. London. UK 
International Journal of Phamaceutica (1999). 189(3). 
341-348 

CODSN: IJPHOE; ISSN: 0378-5173 
Blaevier Science B.V. 
Journal 
Bngliah 

An anal, method haa been developed for the detection of trace 'amta. of the 
principal aynttiatie route indicative impurity in lamotrigine (3, 
S-diamino-6-(3.3- 
diehlorophenyl ) • 1 . 3 . 4 • 

triasine) . A aample extract waa preconed. by nomal-phaae 

high-performance liquid chromatog. (HPLC) and analyzed by aubaequent online 
reveraed-phaae HPLC-themoapray maaa apectroaetry (TSP-MS) . During ttie 
aaople extraction and concentration atep. carried out by eemipreparat ive 
normal -ptiaae 

chromatog.. the preliminary aaparation of the inqpurity from the lamotrigine 
takea place. The organic aolvent (dicliloroethana^mettianol. 90tl0, 
e/volume) 

ia evaporated froa the collected fraction and the material ia rediaaolved in a 
aaaller volume of Che revaraed-phaM mobile phaM. The collected fraction 
ia tlien subjected to reveraed-pliaae KPLC-TSP-MS. The influence of an 
ultraaonic extraction atep haa been examined Nhen the method waa applied to 
lamotrigine tableta. a shake flask partitioning step using 1 lag/mL EDTA in 
water-dichloroe thane was used instead of the ultraaonic extraction Detection 
limit and recovery measurementa showed that the route indicative impurity 
formed during the aynthesia could be detected in the 50-100 ppb (weight/weight) 
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drug lamotrigine 

V. Hegerer. J.; Heaalioger. B.: Berger. M.; Halden. J. 

Univeraitaet Freiburg, Abt. Psychiatrie und 

Paycbotlterapie. Hauptatr. S. 79104. Freiburg, Oennany 

European Neuropaycliqpharmacology (1997). 7(3), 77-81 

CODBH: BURNES; ISSN: 0924- »77X 

Elsevier 

Journal 

Bngliah 

{LTO; 3.5- 



The naw antiepileptie drug lamotrigine 
diaaino-6- (3.3- 
dicblorophenyl ) -1, 3, 4- 

triazine) haa been aliown to be effective in the treatment of focal 
apilepaiea with or without Mcondary generalization. Furthermore, soma 
caae reperta indicate an efficacy in tlw treatment of bipolar affective 
diaordera. It haa been suggested tliat the main mechanism of action of LTO 
ia the inhibition of glutamate release through blockade of voltage 
aensitive aodium cbannela and atabllization of Che neuronal membrane. 
Since acme antidepreaaant drugs and the antiepileptie aubacance 
carbaaazepine have calcium antagonistic propertiea, which nay be of 
aignificance in the pathophyaiol . of epilepaiea and affective diaordera, 
the interaction of lamotrigine with carbamazepine and the organic calcium 
ciiannel blocker verapamil waa analyzed in the low Mg3*- induced model 
epilepsy which haa been shown to be auppreased specifically by organic 
calcium antagoniata. Lamotrigine reduced the freq|ueney of 'occurrence of 
low-raagneaiua induced field potentials in CAl and CA3 areas of tlw 
hippocampus aliee preparation (guinea piga) in a doae -dependent manner. Tlis 
aubchreahold eoncns. which yielded no effect were 1 Mmol/L for 
lamotrigine, 10 ^mol/L for carbamazepine and 3 iiraol/L for verapamil. 
Combinations of these subthreshold eoncns. elicited a reduction in tlia 
repetition rate of field potentials. The results indicate that 
laaotrigine behavea additive with verapamil and carbamazepine what can be 
due to a c <: »ii mrm action on the aaae subtype of calcium cliannels. It can be 
aasuaed that lamotrigine may have besidea its action on high-frequency 
sodium dependent action potentials alao effects on calcium channels. 

THBRB ARB 30 CITED RBFBRBNCBS AVAILABLE FOR THIS 
ALL CITATIONS AVAILABLB IH THE RB FORMAT 

1 STM 
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AB Glutamate receptor antagoniata are proceccive in animal models of focal 
cerebral iachemia. Lamotrigine (3,5-diemino 
-6- [3. 3 -dichlorophenyl 1-1 
.3. 4 -triaxine) is an ancleenvulaant drug 

that blocka voltage -gated aodium channel e and inhibit a the 
iaeheaia- induced release of glutamate. Expta. in primary neuronal 
cultures implicate nitric oxide (NO) aa a mediator of glutamaCergic 
neurotoxicity acting via N- Met hyl -D- Asperate (NMDA) receptors. The effect 
of glutamate releaae inhibitor, lamotrigine. upon NO and cGMP production haa 
been examined in focal cerebral ischemia in rats. FOcal cerebral ischemia 
was produced by the permanent occlusion of right middle cerebral artery 
(MCA) in urethane anestlietized rats. A number of indieaCora of brain HO 
production (nitrite, cGMP) were determined in ipsilateral and contralateral 
cerebral cortex and cerebellum after 0, 10, 60 min of focal cerebral 
iachemia. The aame parametara were meaa'ured in rats treated with 
Laaotrigine (30 ag/kg, i.p.) 30 min before or juac after the oeeluaion of 
the right MCA. 
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AB Lamotrigine. 3,S-diamino-6- ( 
2, 3 -dichlorophenyl )-1.3. 
4-triazine (I), ia prepared by treating 

6- (2.3-dichlor<vhenyl)-S-chloro-3-thiomethyl-l.3,4-triaxine 
Thua. II (preparation given) waa heated with ethanolic KB3 . 
180* and 380 psi for 72 h to give I. 
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Inhibition of aorphine withdrawal by lai 
involvetaent of nitric oxide 
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Departamento de Farraacologia, Facultad de Nedleina, 
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Buropeaa Journal of Phanaeology (199C) . 399(1-3), 
41-5 

CODSN: SJPHAZ; ISSN: 0014-3999 
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Journal 
Bngliab 

He atudied the effecta of laaotrigine [3.5- 
di«aino-C- (3.9- 
dieUerophcnyl ) -1. 3.4- 

Criazioe}, a new antiepileptic eoopound. on naloxone-precipitated morphine 
withdrawal in nice. Pretreatment with lanotrigine (S-100 ag/kg. a.c.) 
reveraed in a doae- dependent way the withdrawal -induced increaae in 
cerebellar CaS-*-- dependent nitric oxide {HO) nynthaae activity and reduced 
the number of eacape jumpa and other motor syoptona of abatinence, at doaea 
that did not modify locomotor activity (as-50 rag/kg). Pretreatment with 
the NMDA receptor antagoniat MK-801 ( (♦) -S-methyl-XO, ll-dihydroxy-SH- 
dibenzo[a.d] cyclohepten-S, 10-iaine; dizocilpine] (0.1-0.3 mg/kg. a.c.) 
alao reveraed the increaae in cerebellar Ca3« -dependent NO aynthaae 
activity. Howavar. although MX- 801 reduced the number of escape lump* and 
other notor ayaptana of abatinence, ita effect a were not clearly 
doae-dependent . Purthermere. the highest dose of MK-SOl tastsd (0.3 
og/kg) caused an impairment of the locomotor behavior in naive mice. 
TbuB, lamotrlgina may represent a new and uaeful agent for the treatment 
of opiate abatinence. 
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Cerebroprotective effect of lamotrigine after focal 
ischemia in rats 

Smith, Stuart E.; Hsldrum, Brian S. 
Department of Neurology. Institute of Psychiatry. 
Denmark Hill. SBS SAP. UK 
Stroke (1995), 3«(1). 117-33 
COOEN: SJCCA7: ISSN: 0039-2499 
Journal 
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AB Glutamate receptor antagonists are protective in animal models of focal 
cerebral iachemla. Lamotrigine O.S-diamino 

-fi- (3 ,3-dichlorophenyl J -1 

,2,4-triazine) is an ant icon vulaant drug 

that blocks voltage-gated sodium chcuinela and inhibits the 
ischemia' induced release of glutamate. The cerebroprotective effect of 
lamotrigine (as the iaechionate salt) after middle cerebral artery 
occluaion wae deacribed in rata. Keurol . deficit and infarct volume 
(visualized by the lack of reduction of 3 , 3 , 5-criphenyltetrazoliua chloride) 
34 h after permanent left middle cerebral artery occluaion were atudied in 
Fischer rats (n>8 per group per doae). Lamotrigine at 30 ng/kg i.v. over 
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10 Bin administered iammdlately after middle cerebral artery occlusion 
reduced total infarct volume by 31% and cortical Infarct volume by $3%. 
Laaotrigine at 8 mg/kg i.v. over 10 mio reduced cortical infarct volume by 
38%. Lamotrigine at SO mg/kg i.v. for 10 min was not cerebroprotective 
and induced a decrease of 39^15 ma Kg in mean arterial blood pressure 
(P<.OS. n«8) . The optimum dose of laaotrigine (30 ag/kg i.v, over 10 min) 
%rt»en administered with a l-h delay after middle cerebral artery occlusion 
reduced cortical infarct volume by 41%. Lamotrigine (20 ag/kg i.v. over 10 
nin) with a 3-h delay after middle cerebral artery occlusion was 
ineffective, Keurol. deficits after 34 h were improved after immediate 
treatment with lamotrigine at 30 mg/kg i.v. over 10 min. The 
cerebroprotective effect of lamotrigine in rata ia limited to a narrow 
doae range between 6 and 30 ag/kg. Lamotrigine or analogous eompda. may 
be useful «>hen given shortly after the onset of stroke. 
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3 , 5 -Oiamino - 6- (2 . 
3-dichlorophenyl ) -1,2.4 - 

triazine (I) and its pharmaceutieally acceptable acid addition salts 
can be used to treat impaired memory and learning disorders. Therapeutic 
effects of I were demonstrated in a scopolamine- induced mouse qsodel of 
memory deficit and compared with thoae of ondansetron HCl and piracetam. 
A tablet containing 150 mg I waa also foxmilated. 
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3, 5-Oiafflino-6- (2. 
3 - dichloropheny 1 ) - 1 . 2 , 4 - 

triazine (I) and its pharmaceutically acceptable acid addition salta 
can be uaed to treat anxiety and anxiety disorders. For example, an 
anxiolytic effect of X-iaethlonate was demonstrated with Vagal conflict 
model in rata. A tablet containing 150 ag I was alao formulated. 



3,5-Diamino-6- (3, 

3 - dichloropheny 1 ) - 1 , 3 . 4 , - 

triazine (I) and ita pharmaceutically and veterlnarlly acceptable 
saltB (especially the ethionate) have activity In (a) preventing or reducing 
dependence on. and (b) preventing or reducing tolerance or reverse 
tolerance to, a dependence -inducing agent such as an opioid, a central 
nervous system depressant, a psychostimulant, or nicotine. Thus, I (5 
rag/kg orally twice a day during morphine habituation) attenuated the 
development of morphine tolerance in rats without affecting the analgeaic 
effect of morphine in the tail- flick teat. 
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ie useful in 
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The title conpound ia aonoclinic, apace group P3l/n, with a 15.456(3), b 
11.736(2), e 7.300(3) A, and P 94.417(3)*; 2-4 for dc ■ 
1.449. The final R - 0.055 for 3444 reflections. Atonic coordinates are 
given. The Pb and criazine aronatic rings make a dihedral angle of 
eo.6(9)» with each other. The bond linliing the 2 rings is 1.480(3) 
A. The structure is stabilized by a network of H bonds involving 
amino and ring N atoms, one of the CI atoms, and the MeOH of crystal lixat ion 
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3, 3 -dichlorophenyl ) -1, 3, 

4-triazine was allcylated with Me3CHI to give I -HI (R - 
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In general, the preaent invention provides methods and coinpns. for 
treating and preventing CMS-related conditions, such as 
neurodegenerative conditions (e.g., Alzheimer* a diaeaae and Parkinaon'a 
diaeaae) and pain, by admlniatering to • aubject in need thereof a 
eoeibination that includea an N-Hethyl-D-Aapartate receptor (NKDAr) 
antagoniat and a aecond agent auch aa aeetylcholineateraae inhibitor 
(AChel) . 
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Quant . BBO (OSGO) ef feeta of therapeutic doses of carbamazepine (CBZ) , 
oxcarbazepine (OXC) , valproate (VA) and lamotrigine (LA) monotherapy were 
investigated in patients with beginning epilepay. Baseline waking BBO 
(EEOl) was recorded in the untreated state, the second EEO {BE03) was done 
after 8 wk of reaching the therapeutic dose. Left occipital data were 
used for anal. QBEO target parameters were absolute bond-power (delta: AO, 
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epilepay remained untreated for clin. reaaons and served to eatlmate the QBEO 
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by the drugs. CBZ caused AT increase and AMF decrease. OXC caused AKF 
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reduced broad-band power. Individual power and AMF changes showed 
considerable variability in each group. >0 . 5 Hz AMF decrease (that was 
reported to predict cognitive impairment in prior studies) occurred in 
10/41 patients in the CBZ group tout never in the OXC, VA, LA groups. The 
reaulta may be utilized^ in planning further atudiea addreaaing the 
relet ionahip between aiitiepileptic drttga and their CMS af feeta. 
In addition, Che relationahip ef ABD-relatad cognitive impairment and AMP 
ehangea waa diacuaaed. 
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diaordar and eel f -Injurious behavior. Methods for treating borderline 
personality and self -injurious behavior are provided which involve 
adaini scar log a glutamate-modulating egest to a patient. The invention 
also includes coaa>ination methoda of treatment in which a 
glutamate-modulating agent ia adminiatered with one or more other 
CMS active agents. Pacliaged pharmaceutical coeqisns. containing a 
glutamate-taodulating agent and one or more other CMS agent are 
also provided, as are packaged pharmaceutical formulations containing a 
glutamate-modulating .agent and instructions for using the 

glutamate-modulating agent for treating borderline personality disorder or 
self -mutilating behavior. 
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AS Method* and compns. are described Cor ttw oedulation of central nervous 
system and/or fetal effects of substances. Methods and eonpna. are 
described for the Dodulation of efflux tranaporter activity to increase 
the efflux of drug* and other coicpda. out of a phyaiol. compartment and 
into an extamal environaent. In particular, the mathoda and coiapas. 
disclosed herein provide for the increase of efflux transporter activity 
at blood-brain, blood-CSF and placental -aacemal barriers to increase Che 
•Cflux of drugs and other eonpds. tram physiel. coaparcaents, including 
central nervous systen and fetal eoapartaents. 
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AB Thia invention is directed to methods for preventing, treating, reversing, 
inhibiting or arreiting epilepsy and epileptogenesia in a subject 
coe:priBing adiainistering to the subject in need thereof a therapeutically 
effective amount of a coapound selected from the group consisting of Fomula 
(I) and Fomula (11). or a phamaceutically acceptable salt or eater 
thereof,: Formula (I) Foraula (II) wherein Ph is substituted at X with one 
to five halogen aeons selected from the group consisting of fluorine, 
chlorine, bronine and iodine; and, Rl, R3, R3. R4, R5 and R6 are 
independently selected from the group consisting of hydrogen and C1-C4 
alkyl; idierein C1-C4 alkyl is optionally subscicuced wich Ph (wherein Pb 
is ^cionally subscituted with subscituenta independently selected Cron 
tha group consisting of halogen, C1-C4 alkyl. C1-C4 alkoxy, aaino. nitro 
and cyano) . 
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The title compds. I {n > 1-20; R ■ R, halo, a linear or branched 
(Cl-ClO) alkoxy, OH, CF3. rtHR' (herein R' ■ H or a linear or branched 
(Cl-ClO) alkyl) : or a salt thereof], useful for treating inflammatory 
disease states or disorders, cardiovascular and/or peripheral vascular 
diseases, were prepared E.g.. a benzeneoethanol, 3-hydroxy- a-nitrace 
(II) was prepared froei con. available 3 -( (hydroxy) methyl] phenol uaing 3-atep 
process. Effects of II on inf lanmatory aiarkers were teated. For exanple, 
the compound II applied alone or in combination wich ASA inhibited 
LPS/IHFY- induced nicricea accumulation with sinilar potency as that 
estinaced for NCX 4016 (EC50 - 58 mm and 57 |tM. rasp, for compound li 
alone and in cesibinacion with ASA) . The pharmaceutical coaq;in*. comprising 
tlia compound II alone or in combination with other therapeutic agents are 
disclosed. 
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AB Nechodfl and eonpds. are diacloaed for reducing brain damage in fetuses, 

aeonatea. and young infanta, cauaed by aurgical aneathecica. During critical 
periods of synapse formation and network development in the brain. 
CNS neurons that do not appear to be keeping pace with certain 
synchronized development and connection processes are' regarded as surplus, 
and are destroyed by a progracaned cell suicide process called apoptosis. 
As a result, if surgical anesthetics block neuronal responses and 
activities that nomally would indicate that a certain CNS 
neuron is indeed active and involved in a network and should be preserved, 
•ueh anesthesia can induce apoptotic death, in the unresponsive 
anesthetized neurons. That process, which can causa pexmoneac brain 
damage, can be minimised by manipulating certain signaling pathways that 
affect the balance between apoptosiS' promoting proteins ( e.g.. Bax and 
8ak) and apoptosis- blocking proteins ( e.g., Bcl-a and Bcl-xL) . Agents 
that have been tested and shown to reduce anesthesia- induced brain damage 
in neonatal animals include xenon (which promotes ERK MAPKinase activity), 
and muscarinic cholinergic agonists (which can proiaote ERK MAPKinase. PKA, 
PKC, and/or PI3K/AXT accivity) . Other candidate agents with similar 
activities include lithium, beta-1 adrenergic antagonises, and beta-2 
adrenergic agonists. Such agents must intervene in the "upstream* part of 
the apoptosis cascade, before mitochondrial membranes become permeable and 
begin to release ■cytochrome c messenger mols. 
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Methods and compositions for the treatment of 
epilepsy, seizure disorders, and other CNS 
disorders 
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The present invention relates to compns. comprising an NMDA receptor 
antagonists and an ant i -epileptic drug for the treatment of CNS 
-related disorders. For example, tablets were forvulated containing memantine 
10, topiramate 30. dicalcium phosphate dihydrate 26. S. nicrocryst. 
cellulose 36.6, N« Starch glycolate 1.3. Mg stearate 0.6, Sudregit RS30D 
4.76, tale 3.3, end tri-Et citrate 0.9S mg per tablet. 
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AB Disclosed are novel compds. I ID, B > H, CRSO; provided that O and B are 

not the same (one is N and the other is CRSO); R50 - H. CP3, CN, etc.; A - 
(hetero)aryl. (hetero)arylalkyl; B - (hetero) aryl] and the 

phamaceutically acceptable salts and solvates thereof. Also disclosed is 
a method of treating a chemokine nediaced diseases, such as, c&ncer, 
nngiogenesis. angiogenic ocular diseases, pulmonary diseases, multiple 
sclerosis, rheumatoid arthritis, osteoarthritis, stroke and cardiac 
reperfuaion injury, pain (e.g., acute pain, acute and chronic inflammatory 
pain, and neuropathic pain) using a compound I. Although the swtheds of 
preparation 'are not claimed, hundreds of example prepns. and/or 
characterization data are included. For example, II was prepared in 68% 
yield from the isothiazoledioxide III and the amine IV.pTSA (preparation of 
reactants given) . Antagonist activities of some examples of I towards 
CXCRl, CXCR3 and CCR7 are given. 
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Disclosed are diaminothiadiazoles I [A > (hetero) aryl . (hetero) arylmeCbyl 
(sxibstituted at CH3). etc.; B - (hetero)aryl] and the pharmaceutical ly 
acceptable salt* and solvates thereof. Also disclosed is a method of 
treating a ehmokine mediated diseases, such as, cancer, aagiogenesis, 
angiogenic ocular diseases, pulmonary diseases, multiple sclerosis, 
rheumatoid arthritis, osteoarthritis, stroke and ischemia reperfusion 
injury, acute pain, acute and chronic inflammatory pain, and neuropathic 
pain using I. Although the methods of preparation are not claimed, hundreds of 
example prepns. and/or characterization data are included. For example. 
II was prepared in 43t yield from its monooxide III (preparation given). 
Antagonist activities of some examples of I Cowards CXCRl. C3CCR3 and CCR7 
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Valproic acid, buc not lanotrigine. aupprcMea 
•eizure- induced c-fe* and e-Jun nRNA e^qireHion 
Scot, Patricia; White. Sylvia S.; Shsn. Danny O.; 
AnderBon, Gail D. 

Mencal Illneaa Research Bducacion and Clinical Center 
(MIRECC), VA Puget Sound Health Care Syeten. Seattle. 
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80URC8: Molecular Brain Reaearch (3005), 13S(1«3), 3a5-3e» 

CODEN: KBREE4; ISSN: 0169- 330X 
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DOCUMEMT TYPB: Journal 
LANGUAGE: English 

AB Seizure- induced activity was shown to increase the ei^reesion of ianediate 
early genes (lEOs) c-fos and c-Jun in the CNS. Antiepileptic 
drugs (AEDs) can suppress the induction of a seizure, but it is unlcnown if 
AEDs affect the eiqiression of seizure- induced lEOs. The authors found 
Chat valproic acid (VPA) . but not lamotrigine (LTG) , wss capable of 
suppressing seizure -induced c-fos and c-Jun bRNA expression in rats 
despite a sinilar anticonvulsant effect. LTD in sone regions of the 
CNS enhanced seizure -induced IBS expression. These studies 
indicate that the older AED <VPA) , as compared to the newer ABD (LTO). can 
suppress seizure- induced lEG expression. The consequence of this 
suppression of lEGs following a generalized seizure may be viewed either 
as a neuroprotective or detrimental effect upon the brain. 
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Adverse reactions of tepiramate and lan»trigine in 

children 

Shechter. Tamar; Shorer. Zamir; Kramer, Uri; 
Lerman-Sagie , Tally; Ronen, Blisheva; Roten, Rittona: 
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COOEN: FDSABA; ISSN: 1053-8569 
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Purpose: To review the adverse drug reactions (ADRs) of Topiramate and 
Lamotrigine among children in Israel, and to compare the two drugs, based 
on their side effect profile and tolerability among this population. 
Methods: He performed a cross- sectional study. Four pediatric 
neurologists from three different tertiary medical centers in Israel 
doeunented all cases of children froa birth to the age 18 years, treated 
with Topiramate and/or Lamotrigine in their reap, outpatient clinics and 
hospital wards. All present ADRs and their characteristics were recorded. 
Results: Reports on 4S and CS children treated with Topiranate and 



searched4/4/07 



PUBLISaSR: 
DOCUMENT TYPE 



10/511987 LAHOTRIGXNB reg no-text search USPGPUB search 

Lamotrigine resp., were received. Half of the children treated with 
Topiramate suffered front one or more ADRs. as opposed to one-third of the 
children treated with Lamotrigine {p - 0.03). Most reactions were 
considered mild to moderate. There were no deaths or hospitalizations, 
but the drug had to be dlacontinued in about 10% of the patients due to 
AORs. Most Topiramate and Lamotrigine ADR* appeared early in ttte 
treatment and were more frequent when Topiramate was an add-on vs. a 
monotherapy drug. Most ADRs of both Topiramate and Lamotrigine were 
related to the central nervous system; while poor appetite, drowsiness, 
speech difficulties and weight leas were observed only with Tc^iranate. and 

rash 

and headache* only with Lamotrlglno. Nervousness and seizure aggravatioa 
were more frequent ADRs of Topiramate wliereaa sleep disturbance* were 
observed more in children treated with Lamotrigine. Cenclueloni Result* of 
this study indicate that Lamotrigine cause* ADR* les* frequently tlian 
Topiramate; however both medications are generally well tolerated. 
Topiramate and Lamotrigine differ in their central nervous system side 
effect profile. 
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Relationship between exposure and nonspecific binding 
of thirty-three central nervous system drugs in mice 
Maurer. Tristan S.; DeBartolo, Demetria B.; Teas. 
David A.; Scott, Dennis O. 
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Metabolism, Pfizer Ol^l Research and Development, 
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American Society for Pharmacology and Bi^erimental 
Therapeutics 
Joumal 

English 

AB unbound fractions in mouse brain and plasma were determined for 31 atructurally 
diverse central nervous eystem (CNS) drugs and two active 
metabolites. Three comparisons were made between in vitro binding and in 
vivo exposure data, namely: (l) mouse brain-to-plasma exposure v*. unbound 
plasma-to-unbound brain fraction ratio (fuplasma/fubrain) , (3) 
cerebrospinal fluid-to-brain exposure vs. unbound brain fraction 
(fubrain) , and (3) cerebrospinal fluid-to-plasma e^iposure vs. unbound 
plasma fraction <fuplasma). Unbound fraction data were within 3-fold of 
in vivo expoBure rotioa for the majority of the drugs examined (i.e., 23 of 
33). indicating a predominately free equilibrium across the blood-brain and 
blood-CSF barriera. Some degree of distributional impairment at either 
the blood-CSF or the blood-brain barrier was indicated for 8 of the II 
remaining drugs (i.e.. carbamazepine, midazolam, phenytoin, sulpiride, 
thiopental, risperidone, 9-hydroxyrisperidone, and Zolpidem). In several 
cases, the indicated distributional impaiment is consistent with other 
independent literature report* for these drugs. Through ttw use of this 
approach, it appears that most CNS-actlve agents freely 
equilibrate across the blood-brain and blood-CSP barriers such that 
unbound drug concns. in brain approx. thoae in the plasma. However, these 
results also support the intuitive concept that distributional is^imant 
does not necessarily preclude CNS activity. 
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The impact of P-glycoprotein on the dispositim of 
drugs targeted for indications of the central nervous 
eyatem: Evaluation using the MDRIA/IB jaioekout mouse 
model 

Doran, Angela; Obach, R. Scott; Smith, Bill J.; Hosea. 
Natilie A.; Becker, Stacey; Callegari, Ernesto; Chen, 
Cuiping; Chen, Xi; Choo, Edna; Cianfrogna, Julie; Cwi, 
Loretta M, ; Oibbs, John P.; Oibbs, Megan A.; Hatch. 
Heather; Hop, Cornelia B. C. A.; Kasmon, liana N.; 
LaPerle, Jennifer; Liu, JianHua.- Liu, Xingrong; 
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Spracklin, Douglas K.; Szewe, Mark; Troutman, Matthew; 
Tseng, Blaine; Tu, Meihua; Van Oeusen, Jsffrey W.; 
Venkatakrishnan, Karthik; Walens. Gary; Hang, Ellen 
0.; Hong, Diane; Yasgar, Adam 8.; Zhang, Chenghong 
Departments of Pharmacokinetics, Dynamics, and Drug 
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Drug Metabolism and Disposition (3005), 33(1), 165-174 
CODSN: DMDSAI; ISSN: 0090-95S6 

American Society for Pliarraacology and Experimental 
Therapeut ic* 
Joumal 
English 

Thirty-two structurally diverse drugs used for the treatment of various 
conditions of the central nervous system (CNS> , along with two 
active metabolites, and eight non-CNS drugs were measured in 
brain, plasma, and cerebrospinal fluid in the P-glycoprotein (P-gp) 
knoc)ceut mouse model after s.c. administration, and the data were compared 
with corresponding data obtained in wild-type mice. Total brain-to-plasma 
(B/P) ratio* for the CNS agent* ranged from 0.060 to 24. Of the 
34 CHS -active agents, only 7 demonstrated B/P area under the 

plasma concentration curve ratios between P-gp knockout and wild-type mice that 
did not differ significantly from unity. Most of the remaining drug* 
demonstrated 1.1- to 3.6-fold greater B/P ratios in P-gp knockout mice vs. 
wild- type mice. Three, risperidone, its active, metabolite 

9-hydroxyrisperidone, and metoclopramide , showed marked differences in B/P 
ratios between knockout and wild-type mice (6.6- to 17-fold}. Differences 
in B/P ratios and cerebrospinal fluid/plasma ratios between wild-type and 
)Qioc)iout animals were correlated. Through the use of this model, it 
a^ears ttiat most CNS -active agent* demon*trate at least some 
P-gp-mediated transport that can affect brain concns. However, the impact 
for the majority of agents is probably minor. The example of risperidone 
illustrates that even good P-gp Bubstrates can still be clin. useful 
CNS-active agents. However, for such agents, unboitnd plasma 
concns. may need to be greater ttian values projected using receptor 
affinity data to achieve adequate receptor occupancy for effect. 
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AB The invention provides conpns. and metlmds for the treatment of central 
nervous system damage in. a subject. More particularly, the invention 
provides a combination therapy for the treatment of a central nervous 
system ischemic condition or a central nervous system traumatic injury 
comprising the administration to a subject of a sodium ion channel blocker 
in combination with a cyelooxyganase-S selective inhibitor. Usa for the 
treatment of stroke i* specifically claimed. 
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AB A sustained- release fornulation, especially tablet, of lanotrigine or its 
derivative 

for treatnent of CNS disorder comprisea (by weight) 3.5 to 80% 

laaotrigina or its derivative. 10 to 70% releaae retarding polymer, 0 to 70% 

diluent, 0 to 30% coopression aid, and 0.1 to 3.5% lubricant. 

Subatantially all the lawtrigino or a pbaraaceutically acceptable derivative 
is released frow the fornulation in a period of 3 to 30 h after 
adainiatration to a patient, producing an Area Under the Curve value of ao 
to 135% and Ctaax of about 30% less than that of an instant-releaae tablet 
containing Che aaae aoount of lanotrigine. For example, a tablet fomulaCioo 
(Diffcore device) waa prepared compriaing (i) • core containing lamoCrigina 200 
mg. a blend of hydroxypropyl Ms celluloaes XIOOLV 62. C4 ng and 84M 45.36 
ag, lactose nonohydrato 90.4 ng, and magneaiun stearate 1.6 ng. and (ii) 
an outer coat containing Eudragit L30 D-5S (30% weight /freight solution) 17.3 
ng. Red 

Iron Oxide 0.37 og, tri-Et citrate 1.81 ng, glyceryl nonoatearate 0.494 
ng. and Polyaorbate 80 0.03 ng. The coating included orifieea allowing 
the release of lanotrigine from the core. 
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Brain access end anticonvulsant efficacy of 
carbaaazepine, lanotrigine, and felbanate in 
ABCC3/MRP3-deficient TR- rats 
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PUBLISHER: Blackwell Publishing, Inc. 

DOCUMENT TYPE: Journal 
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AB Different ATP (ATP) driven nultidrug transporters Itave been described to Ise 
e^ressed in the luainal aeabrane of blood-brain barrier (BBS) endothelial 
calls. At this site, nultidrug cranaportera have been suggested Co 
restrict penetration of druga into the brain. Increasing evidence 
suggeats that overejqtression of different aulcidrug Cransportars occurs in 
the region of the epileptic focus of pharaacoresistant' epilepsy patients. 
Baaed on the assumption that anticpileptic drugs (ASDa) are substrates of 
these transporters, this overe}q>ression may limit access of ASDa to 
epileptic neurons and nay contribute to drug-refractoriness. In a recent 
atudy. overexpreesion of nultidrug resistance protein 2 {ABCC3; MRP2) was 
reported in BSB endothelial cells of epileptic focal tissue from 
pharaacoresistant patients. With brain microdialysis, we recently 
deaonetraced that the AED ptwnytoin is subject to transport by ABCC3 at 
the BBS, whereas phenobarbital does not seem to be a substrate of ABCCa. 
We investigated whether ABCC3 is functionally involved in transport of the 
AEDs carbaaazepine (CBZ) , lanotrigine (LTQ) , and felbaraate (PBM) across 
the BBB. The distribution of these AEDs into the brain of ABCC3- deficient 
TR- rats was determined AED conens. in plasma and brain extracellular apace of 
theae mutant rats did not differ significantly from those of rats of the 
corresponding background strain. In the aaygdalakindling model of 
epilepsy, the anticonvulsant efficacy of LTO and FBM was comparable in 
both groups of rats. In contrast. CBZ exhibited a higher anticonvulsant 
activity in kindled A8CC3- deficient rats as compared with nonmutanC rata. 
In this present study, the microdialysis results gave no evidence chat 
AB0C2 funetioD medulaCe* entry of CBZ. LTO, and FBM into the CHS 
of naive rats. However. ABCC3 deficiency was associated with an increaaed 
anticonvulsant response of CBZ in the kindling model. Future 
investigations are planned to identify the underlying mechanism for this 
difference, clarifying whether a pharraacokinetic difference is detectable 
only when brain access of CBZ ia compared in kindled ABCC3- deficient rats 
and kindled nonmutant rats, which may have an increased expression of 
ABCC2 in response to seizures. The data aubatantlate that ABCC3 -deficient 
TR- rata are a useful tool for defining the role of A8CC2 for transport of 
AEDS. and give evidence that the use of kindled TR- rats may provide 
iovortant suppleaentary inforaation. 
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acetyl choline -dependent excitation in rat hypothalaaie cultures after a 
chronic glutamate receptor blockade. Dextromethorphan, amantadine, and 
eliprodil are NMDA receptor antagonists. Lanotrigine inhibits synaptic 
glutamate release. These drugs are used clln. Mere, using calcium 
imaging and imamnocytochem . , the authors demonstrate that a chronic 
treatment with each of these druga induced acetylcholine activity and 
choline acetyltronsf eraae inmunoreactivity in rat hypotlialamie (but not 
cortical) cultures. These data support the possibility that some side 
effects of anti-glut€u»ate drugs in vivo may be due to the increase in 
ctiolinergic properties in certain regions of the CNS. 
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receptor antagonists are used clin. However, they have 
effects, soma of «rhieh sre presumably due to an increase in 
transaission. The authors' previous sxpts. revealed 
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Relet ionahip between lanotrigine oral dose, serum 
level and its inhibitory effect on CNS: 
insights from transcranial magnetic stimulation 
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Nitache, Michael A.; Mercer, A. Joe; Paulus, Walter; 
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The antiapileptie drug laaotrigine (LTO) is known to reduce cortical 
excitability evaluated by tranacranial magnetic stimulation (TMS) . We 
investigated the relationahip between LTO oral dosages, serum levels and 
inhibitory effects on resting i»otor threshold (RKT) . a parameter of motor 
system excitability assessed by TMS. In a randomized, placebo -cent rolled 
crossover study 16 male volunteera received 325 ng LTO as a single dose, 
aa bi-hourly graded cumulative dose, or placebo. RMT and aerum levels 
were measured before and after 3-8 h. With single dose. RMT elevation 
sliowed a poor but significant correlation to aerun levels. With graded 
dose, serum levels as well aa RMT increased dose- dependent ly with 
•ignifieant (PcO.OOOI) linear correlation. HoMevor, detailed comparison 
showed a high inter- individual variability in Che relationship resembling 
a sigmoid correlation. Different aeclianisas besides the sodium-channel 
blockage as the main mode of action of LTO are discussed to explain the 
diversity of individual dose - response relationships. Provided that the 
RMT elevation reflects the antiepileptic potential of LTO, TMS aay be 
developed as a tool to monitor interlndivldual response of epilepsy 
patients to LTO treatment aa well as to explore efficacy of other 
antiepileptic drugs with similar mode of action. 
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Thia invention relate* to the preparation of I and II and deriva. of I and II 
in their racemie. enantiomerically enriched, or optically pure forma. 
Thia invention further relates to novel compna. of natter containing 
enantiomerically enriched (-) -deamethylcitalopram (•)-III (R ■ Me). 
(«)-dideasiechylcitaloprain (♦)-III (R - Me), or (-) -dideaaothylcitalopraai 
(-)-Ill <R - H) or mixta, thereof in optimal ratioe. Contrary to prior 
teachinga. the enajitioioerically enriched citalopram mecabolitea diaeleaed 
herein poaaeaa potent aerotonin reuptake inhibitory activity, with minimal 
inhibitory effecte on the reuptake of other known ntonoaminea, e.g., 
norepinephrine (NE) or dopamine (DA) . For example, atepwiae reaction of 
1-oxo-l, 3-dihydroiaobenzofuran-5-carbonitrile with 4-f luorophenyloiagnaaiuB 
bromide and the chiral Grignard reagent, which waa prepared from 
3- (3-broao«tbyl}- [l.aldioxolane and Mg powder, in THP gave II. 
Cyclisation uaing maayl chloride in CB2Cia, foIloMd by reduction provided the 
I. Reaction of the aldehyde with (-) -tert-butylaulfinamide in the 
preaence of Ti(0Bt)4 in ECOH afforded the aulfinanide, which waa reduced 
to the amine III (R - H> with 10% HCl in MeOB. Protection of the aroine 
with BOG anhydride in the preaence of TEA in CH2C13 provided the 
enantiomerically enriched iaomera. which were separated on a chiral column and 
■ubaequently deprotected with TFA to give (♦)-III {R - H) and.(-)-III (R - 
H) . In bid. aaaaya, (-)-III (R - H) and (♦)'III (R - H) atrongly 
inhibited eerotonexgic S-HT receptor activity with Ki valuea of S.B nM and . 
90 nM. reap., with little effect on NB and DA tranaporter activity. By 
coiqpariaon. racemie citalc^ram inhibited aerotonin reuptake with a Ki of 
3.9 nM. The present invention also diaeloaes methods for creating 
diaorders, dysfunctims and diseases for which inhibition of serotonin 
reuptake is therapeutically beneficial. In particular, the present 
invention discloses a method for trsating various forms of depression and 
other CNS disorders with pharmaceutical coapns. described 
herein . 
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Methods of suppressing the activation of microglial cells in the Central 
Nervous System (CNS), methods of ameliorating or treating the 
neurol. effecta of cerebral ischemia or cerebral inf lananation. and method* 
of combating apecific diseaaes that affect the CHS by 

administering a compound that binds to- microglial receptors and prevents or 
reduce* microglial activation are described. J^B receptor binding 
peptides that may be used in the methoda of the invention are alao 
described, aa are methoda of using such peptides to treat peripheral 
inf laooBacory conditiona auch aa aepais. Alao described are methods of 
screening compds. for the ability to suppreaa or reduce microglial 
activation. Injection of ApoE (133-149) in mice suppressed serum levels 
of TNFa and IL-6 following LPS administration. 
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Therapeutic Drug Monitoring of Laaotrigine in Patients 
Suffering from Resiatant Partial Seizure* 
Benetello, Pierpaola; Purlanut, Marco; Baraldo, 
Masaimo: Tonon, Agneae: Furlanut, Mario 
Department of Neurological Sciences, Univereity of 
Padua. Padua, Italy* 

European Neurology (3002}. 48(4), 300-203 
CODEN: EUNEAP; ISSN: 0014-3033 
S. Karger AO 
Journal 
English 

Sixty patienta, all potential candidates for ongoing linaotrigine (LTO) 
treatment aa add-on therapy for resiatant partial seizure* and receiving 
carbamazepine (CBZ) and/or valproate (VPA) treatment, were aubaitted to 
therapeutic drug monitoring (TDM) , The aim was to evaluate the poasible 
relation between aerun levels and the clin. effect of LTO, to verify 
whether CNS toxicity has to be considered the result of a 
pharmacokinetic or a phazaacodynamie interaction with CBZ, and to 
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investigate tdusthsr possible changes in the clin. response during 
long-term treatment are dependent on LTO serum level variations. Sixteen 
patienta achieved complete control, 36 a aso% reduction in aeizures, 
the remainder did not respond. Mean LTO serum concns. were higher in 
reaponders than in non res ponders, the difference being statistically 
insignificant. The best results were observed in VPA-cotreated patienta with 
the higheat LTO blood levels. CNS toxicity occurred after 
giving LTO to subject* who subsequently developed the highest LTO concns., 
whereaa CNS toxicity aeemed unrelated to CBZ and CBZ- epoxide 

aerum cmicns. Ho decrease in LTO, CBZ and VPA aerum levela was observed even 
in patients showing a reduction in the response during long-term treatment. 

23 THERE ARB 23 CITED RBPEREMCES AVAILABLE FDR THIS 
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Anticonvulsants in central pain 

Finnerup, Nanna B.; Oottrup, Hanne; Jensen, Troels S. 
Department of Neurology and Danish Pain Research 
Centre, Aarbua Univereity Hoapital, Aarhua. 8000, Den. 
Expert. Opinion on Pharmacotherapy (3003) , 3 (10) . 
1411- 1430 

CODEN: E0PHF7; ISSN: 1465-6566 
Aahley Publications Ltd. 
Journal; Oeneral Review 
English 

A review. Treatment of central neuropathic pain (CP) following leaiona of 
the CNS ia a great challenge to the clinician. Pxcclin. and 
clin. atudies indicate that neuronal hyperexeitebility in damaged areas of 
the central nervous system play* a major role in the development of CP. 
Anticonvulaanta are thought to act by increasing Y-aminobutyric 
acid-mediated inhibition, decreasing abnemal neuronal hyperexeitebility 
by modulating sodium and calcium channels or by inhibiting excitatory 
amino acid actiona. The resulting inhibition of excess neuronal activity 
ia thought to be the basis for the use of anticonvulaanta in epilepsy as 
well as neuropathic pain. Both first-generation anticonvulaant drug* 
(e.g., phenytoin. benzodiazepines, valproate and carbamazepine) and 
second -gene rat ion anticonvulsant drug* (e.g.. lamotrigine, gabapentin and 
topiramate) are used in CP conditiona. However, few randomized controlled 
trials on the treatment of this condition have been publiahed. Present 
auggeation* for anticonvulaant treatment of CP are lamotrigine as the 
first choice, followed by gabapentin or carbaaazepine/oxearbazepine. 
These eoopda. are considered a* effective aa the antidepressant 

amitriptyline . 

106 THERE ARE 106 CITED RSFERSNCS8 AVAILABLE FOR 
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Lamotrigine derivatives and riluxole inhibit INa.P in 
cortical neurons 

Spadoni, Pranceaca; Hainaworth, Atticue Henry; 
Mercuri. Nicola Biagio; Caputi, Luigi; Martella, 
Oiuaeppina: Lavaroni. Franco; Bemardi, Giorgio; 
Stefani, Aleaaandro 

IRCCS Fondasione Santa Lucia, Rome. Italy 
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13(1). 1167-1170 
: 0959.49S5 
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Journal 
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The peraiatent. alowly inactivating fraction of the sodiun current (IHa.P) 
ia involved in key function* in the CNS such as dendritic 
incegracion of synaptic inputs and caliular excitability. Ne have scudiad 
whethar established ant i -epileptic drugs and neuroprotective agents target 
the persistent sodiun current. Two lamotrigine derive, (sipatrigine and 
303M93) and riluzole inhibited the persistent sodium current at low, 
therapeutic concne. In contrast, laoiocrigine and the classical 
anciepileptic agents phenytoin and valproic acid blocked the 
fast -inactivating sodium channel but failed to affect the persistent 
fraction. The ability to influence either mode of channel activity may 
represent a defining feature of each drug subclass, changing profoundly 
their clin. indications. Given the damaging role of a sustained influx of 
sodium in both phamaco-reaistant seizures or excitotoxic insults, we 
suggest the utilisation of drugs that suppress the persistent conductance. 
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Methods and conpoaitiona using ion- dependent 
eotransporter ondulators for treating eenditiona of 
the central and peripheral nervous system* using 

non- synaptic mechanisms 

Hocfaman. Daryl H. 

Cytosean Sciencea L.L.C., USA 

U.S. Pat. Appl. Publ., 39 pp.. Cont.-in-part of U.S. 
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The invention discloses methods and conpns. for treating 
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conditions of the central and peripheral nervous systems employing 
non- synaptic mechanisms. More specifically, one aspect of the invention 
provides methods and materials' for treating seizure and seizure disorders, 
epilepsy, status epilepticus. migraine, spreading depression, intracranial 
hypertension; for treating the psthophyaiol . effects of head trauma. 
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stroke, ischemia and hypoxia; for treating or protecting fron the 
pathophysiol . effects of neurotoxic agents such as echanol: and for 
treating neurophsyciatric disorders and central nervous system edema by 
administering agents that modulate ionic concns. and/or ionic gradients in 
the brain, particularly ion-dependent or cetion-ebloride eocranaperter 
antagonists. Electrolyte cotraneport antagonists and eonbinatioDS of such 
cootpns. with other agents for treating various conditions ara disclosed. 
The invention also discloses methods and compns. for treating pain by 
administering ion-dependent eotransporter antagonists. Methods and 
compns. for enhancing cortical function, e.g. in centers of cognition, 
learning, and memory, by administering ion-dependent eotransporter 
agonists are disclosed. 
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Diet enriched with anega-3 fatty acida alleviates 
convulsion symptoms in epilepsy patients 
Schlanger, Simon; Shinitzky. Meir: Yam, Daniel 
The Kalanit Institute for the Retarded Child. Rishon 
LeZion. Israel 

Epilepsia (3003). 43(1). 103-104 
COOEN: EPILAK: ISSN: 0013-9580 
Blackwell Publishing, Inc. 
Journal 
English 

a dietary supplement containing ooiega-3 polyunsatd. fatty 
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acids (n-3 PUFAs) can alleviate and/or reduce the frequency of epileptic 
aeizurea in patients with central nervous system (CNS) diseases 
treated witb anticonvulsive drugs (ACOe) . A special spread containing 65% n-3 
PUFAs was added to the daily diet. The patients consumed 5 g of this 
spread at every breakfast for C mo. Five patienta completed the atudy. 
In all of them, a marked reduction in both frequency and strength of the 
epileptic seizures was recorded. Incorporation of the dietary supplement 
containing n-3 PUFAs may be beneficial in suppression of sane eaaea of 
epileptic seizures. 
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6ABA and glutamate in migraine 

D'Andrea, Giovanni; Oranella. Franco; Cataldini, 
Ctorena; Verdelli, Flavio; Balbi, Tiziana 
Headache and Related Disorders Center, Pathology Unit, 
Este-Honselice Hospital, Bste-Honselice, Italy 
Journal of Headache and Pain (3001), 3(Suppl. 1), 
SS7-S60 

CODBN: JHPOAT; ISSN: 1139-3369 
Springer-Verlag Italia Sri 
Journal; General Review 
English 

A review. GABA and glutamic acid are the main inhibitory and excitatory 
neurotransmitters of central nervous system. Among other functions they 
modulate the pain threshold in the CNS. For this reason it has 
been hypothesized that anomalies of GABA and glutamate turn-over may play 
a role in migraine pathogenesis. In this review are discussed the 
evidences in favor of this hypothesis. A derangement of GABA may be an 
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important factor in the occurrence of migraine attacks and their 
recurrence, whereas high level of glutamic acid may represent a biochem. 
marker of Che neuronal hyperexcitability that may be the underlying cause 
of the aura. The Pharmacol, modulation of metabolism of both 
neurotransmitters is a promising approach to improve migraine therapy. In 
particular the studies presented here suggest that gabaergic drugs may be 
useful in migraine without sure, antiglutamatergie drugs are indicated to 
treat migraine with aura. 
REPBREHCB COUOT: 35 THERE ARE 35 CITED REFERENCES AVAILABLE FOR THIS 
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GABA- erg ic agonists for the treatment of age-related 
brain cortical dysfunction 
Leventhal, Audio o. 

University of Utah Research Foundation, USA 
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Effect of lamotrigine on the Ca24-- sensing cation 
current in cultured hippocampal neurons 
Xiong. Zhi-Oang; Chu. Xiang-Ping; MacDonald. J. F. 
Robert S. Dow Neurobiology Laboratories. Legacy 
Clinical Research and Technology Center. Portland. OR, 
97333, USA 

Journal of Neurophysiology (3001), 86(5), 3530-3536 
CODBN: JONEA4; ISSN: 0033-3077 
AsMriean Physiological Society 
Journal 
English 

Concns. *of extracellular calcium ({Ca3*)e) in the CNS decrease 
substantially during seizure activity. The authors have demonstrated 
previously that decreases in (Ca2*}e activate a novel calcium- sensing 
nonselective cation (csNSC) channel in hippocampal neurons. Activation of 
csNSC channels is responsible for a sustained membrane depolarization and 
increased neuronal excitability. This study has suggested that the esHSC 
' channel is likely involved in generating and maintaining seizure ^ 
activities. In the present study, the effects of anti- epileptic agent 
lamotrigine (LTD) on csNSC channels were studied in cultured mouse 
hippocampal neurons using patch-clamp techniques. At a holding potential 
of -60 mV. a slow inward current through csNSC channels was activated by a 
step reduction of (Ca2*)e from l.S to 0.2 raM. LTG decreased the amplitude of 
csNSC currents dose dependently with an ICSO of 171 ±25.8 (SE) mM. 
The effect of LTG was independent of membrane potential. In the presence 
of 300 MM LTO, the amplitude of csNSC current was decreased by 31 ± 
3* at -60 mV and 29 ± 2.9% at +40 roV (P > 0.05). LTO depressed csNSC 
current without affecting the potency of Ca2» block of the current {IC50 
for Ca3« block of csNSC currents in the absence of LTO: 145 t 18 |iM; 
in the presence of 300 MM LTO: 13C ± 10 pM. n - S, P > 0.05). In 
current -clamp reeetdinga, activation of caHSC channel by reducing the 
(Ca3+)e caused a sustained membrane depolarization and an increase in the 
frequency of spontaneous firing of action potentials. LTG (300 MM) 
significantly inhibited csNSC channel-mediated membrane depolarization and 
the excitation of neurons. Pura-3 ratiometric Ca2* imaging experiment showed 
that LTO also inhibited the increase in intracellular Ca3* concentration 
induced 

by esNSC channel activation. The effect of LTO on csNSC channels may 
partially contribute to its broad spectrum of anti-epileptic actions. 
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AB Methods are disclosed for the improvenMBt of age-related decreases in 

cortical function by increasing ths activity of inhibitory pathways, such 
SS GABA-ergic pathways, in the central nervous system. In particular 
examples, subjects with age-related decreases in cortical function are 
treated by administration of therapeutically effective amts. of s 
GABA-ergic agonist. The disclosed methods also enable screening for drugs 
that inhibit an age-related decline in cortical function, for example by 
exposing a subject to a test agent, and measuring an increase in 
GABA-ergic cortical inhibitory activity. 
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Process for preparing substituted benzoyl cyanide 

aaidinohydrazonea as interaediates for synthesis of 

3 , S -diaaino- 6 -phenyl -1.3.4 - t r iazines 

Nadaka, Vladimir; Lexner, Jael; Kaspi, Joseph 
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Patent 
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Thm title canpds. [I; R1-R5 - H. halo, alkyl, etc.}, uaeful aa 

intexnediatea for ayntheaia of l. a,4-triazinea II (active in the treatment 

of CNS diaordera). were prepared by reacting the benzoyl cyanidea 

III with aninoguanidine bicarbonate in a mixture of a water- soluble solvent and 

polyphoaphoric acid. Thua. reacting 2 , 3 -dichlorobenzoyl cyanide with 

aninoguanidine bicarbonate in the presence of polyphoaphoric acid in MeCN 

afforded 3.3-dichlorobensoyl cyanide anidinobydrazon* which was then 

heated under reflux in PxOH to give 3.3-dlamino-<- (a,3-dichloraph«nyl) - 

1.3,4-triasine. 
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Analysia of CSF amino acids in young patients with 
generalized refractory epilepsy during an add-on study 

with lamotrigine 

Eriksson, Ann-Sofie; O'Connor. William T. 
Department of Pediatrics, Karolinaka HoepiCal, 
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SOURCE: Epilepsy Research (1999). 34(1). 75-83 

CODEN: BPIRB8; ISSN: 0930-1311 
PUBLISHER: Elsevier Science B.V. 

TYPE: Journal 
English 

The effect of add-on adminiac ration of lastotrigine (1-12 ng/kg per day. 
2-12 mo) on Che levels of neurotransmission related amino acida including 
Y-oBiinobutyric acid (GABA) , glutanate, aspartate, glycine and 
anciepilepcic drugs (AEOs) in lumbar cerebrospinal fluid (CSF) was studied 
in 32 children and young adults with generalized therapy resistant 
epilepsy. Two lumbar punctures were perfonaed. one prior to. and one 
following a mean of 5 mo (2-13 mo) of lamotrigine treatment. Lamotrigine 
decreased seizure incidence and severity in 12 of the 23 patients witlMUt 
influencing CSF GABA, glutamate, aspartate or glycine levels. Lamotrigine 
did not alter the concns. of AEOa in CSF or plasma. However, CSF GABA 
levels were 86% higher in Chose patients also Created with 
Y-vinyl-GABA (vigabaCrin, GVO) compared with patients treated with 
other coBbinations and this was not altered by co-medication with 
lamotrigine. The proposed oechanisra of action of laiaotrigine. namely that 
it may inhibit glutanate release in the CNS, is not reflected by 
changes in CSF glutanate levels. The present findings indicate that CSF 
QABA. glutanate, aspartate and glycine levels may not be useful as in vivo 
neurochen. narkers in young patient* responding to the tlierapeutie dose of 
itrigine used in this study. 
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Meclianisme of deaf ferentation- induced plasticity in 
huiaan motor cortex 

Ziemann, Ulf; HalletC, Mark; Cohen, Leonardo G. 
Human Cortical Physiology Section, National Institute 
of Neurological Disorders and Stroke. National 
Institutes of Health, Bethesda, K>, 30893-1428, USA 
Journal of Neuroscience (1998), 18(17), 7000-7007 
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Society for Neuroacienee 
Journal 
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AB Deaf ferentation induces rapid plastic changes in tite cerebral cortex. 

probably via xinmasking of pre-existent connections. Several mechanisms 
may contribute, such as changes in neuronal membrane excitability, removal 
of local inhibition, or various forms of short- or long-term synaptic 
plasticity. To understand further the mechanisms involved in cortical 
plasticity, we tested the effects of CNS-active drugs in a 
plasticity model, in which forearm ischemic nerve block (INB) was coetbined 
wich low- frequency repetitive transcranial magnetic stimulation (rTMS) of 
the deafferented human motor cortex. RTMS was used to upregulate the 
plastic changes caused by INB. We studied six bealeby subjects. In two 
eottrol sessions witttout drug application, IHB plus rTMS increased the 
notor-evoked potential (MSP) size and ctecreased intracortical inhibition 
(ICI) measured with single- and paired-pulae TMS in the biceps brachii 
muscle proximal to INB. A single oral dose of the benzodiazepine 
lorazepam (2 mg) or the voltage-gated Ma* and Ca2* channel blocker 
lamotrigine (300 mg) abolished these changes. The NMDA receptor blocker 
dexcromettaorptian (ISO mg) suppressed the reduction In ICI but not the increai 
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in HBP size. With sleep deprivation, used to eliminate sedation as a 
major factor of these drug effects, INB plus rTMS induced changes similar 
to that aeen in the control sessions. The findings suggest that (1) the 
INB plus rTMS- induced increase in MEP size involves rapid removal of 
OABA-relaCed cortical inhibition and short-term changes in synaptic 
efficacy dependenc on Na* or Cb2* channel a and that (2) the long- lasting 
(>«0 Bin) reduction in ICI is related to long-term potentiation- like 
mechanisms given its duration and the involvement of NHOA receptor 
activation. 
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Carbamazepine toxicity with lamotrigine: 
pharmacokinetic or pharmacodynamic interaction? 
Besag, F. H. C; Berry, D. J.; Pool. P.; Hewbery, J. 
B.; Subel, B. 

St Piers Lingfield. Surrey. RH7 6PW, UK 
Epilepsia (1998), 39(2). 183-167 
OODEM: SPILAX; ISSN: 0013-9580 
Lippincott- Raven Publishers 
Journal 
English 

In order to determine whether the toxicity chat occurs in some patients when 
lamotrigine (LTG) is added to carbamazepine (CBZ) is the result of either 
a pharmacokinetic or a pharaacodynanie interaction, escalating LTO doses 
were added to ongoing CBZ treatment in 47 patients. All patients had 
blood samples collected for drug concentration measurement, including the 
epoxide 

netabolite of CBZ, before atarting LTO treatment and after stabilizing at 

each dose escalation. Patients also were examined for signs of toxicity. 

After LTG was introduced, nine patients demonstrated clin. signs of 

CNS toxicity, laainly diplopia and dizziness. There was no 

significant {p • 0.05} change in the serum concns. of either CBZ or its 

epoxide metabolite when LTXJ was added either to the group as a whole or to 

the nine patients who experienced adverse CNS effects. LTO 

serum concns. also were below the level at which the conmon signs of LTO 

toxicity, such as nausea, veetiting, or unsteadiness, are more likely to 

occur. In seven of the nine patients who exhibited CHS 

toxicity, CBZ serum concns. were >8 rag/L on LTO introduction. Toxicity is 
more likely to occur when LTO is added to CBZ if the initial CBZ level is 
high, typically >a rag/L. This appears to be the result of a 
pliaxmacodynamic interaction. A reduction of CBZ dose uaually resolves the 
toxicity, allowing the LTG dose to be escalated to maximal effect. It is 
not uaually necessary to stop either drug. 
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Lamotrigine monotherapy: An overview 
Brodie, M. J. 

WESTERN INFIRMARY. UNIVERSITY DBPARTMENT HBDICINB AND 
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International congress and Symposium Series - Royal 
Society of Medicine (1996), 314(Lamotriginc--A 
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newly -diagnosed epilepsy participating in comparative monotherapy trials, 
443 were randomized to lamotrigine, 24 6 to carbamazepine and 95 to 
phenytoin. Overall, fewer patients were withdrawn due to adverse events 
on lamotrigine than with the older drugs (lamotrigine 9.5%, carbamazepine 
19.1%, phenytoin 18.9%). Central nervous system (CNS) problMis 
resulting in withdrawal . in. particular, ware, infrequent with lemotrigine 
(lanotrigine 3.5%. carbamazepine 7.7%, phenytoin 7.4%). Withdrawal due to 
rash occurred in 6.1% of patients on lamotrigine, S.9% on carbamazepine 
and 5.3% on phenytoin. The rash rate leading to withdrawal with 
'lamotrigine appeared to relate to the initiation dose (lOO mg, 11. S%; SO 
mg, 9.2%; 25 mg, 3.3%). It is sometimes appropriate to substitute 
lamotrigine monotherapy for other antiepileptic drug treatments. 
Schedules for substituting lamotrigine in patients established on 
phenytoin, carbamazepine or sodium valproate are outlined. In the 
comparative monotherapy trials, the most popular lanotrigine doses were 
150-300 mg daily. In studies in which concomitanC antiepileptic drugs 
(AEDa) were witbdra%in to achieve lamotrigine monotherapy, soma patients 
took aa much as 700 mg lamotrigine daily. Clin, experience to date does 
not suggest the existence of a relationship between Che plasma lamotrigine 
concentration and its efficacy or toxicity. Data and case reports from a 
prospective study in Glasgow relating lamotrigine dosage and concentration to 
seizure control and Che emergence of side effects are presented. 
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The effect* of anticonvulsants on 4-aminopyridine- 
induced bursting: in vitro studies on rat peripheral 
nerve and dorsal roocs 
Lees, O. 

Dep. Academic Anaesthetics, Imperial College Medicine, 
London. H3 INY, UK 

British Journal of Pharmacology (1996), 117(3), S73-9 
OOOEN: BJPCBM; ISSN: 0007-1188 
Stockton 
Journal 
English 

Afflinopyridines have been used as beneficial symptomatic treatments in a 
variety of neurol . conditions including multiple sclerosis but have been 
associated with considerable toxicity in the form of abdominal pain, 
paraesthesias and (rarely) convulsions. Extracellular and inCracellular 
recording was used to characCerize action potentials in rat sciatic nerve* 
and doraal roots and the effects of 4-aminopyridine (4-AP} . In sciatic 
nerve trunks. 1 mM 4-AP produced pronoumced after potentials at room 
temperature 

secondary to regenerative firing in affected axon* (5-10 spikes per 
stimulus). At physiol. teiqis.. after potentials (2-3 spikes) were greatly 
accenuated in peripheral axons. 4-AP evoked more pronounced and prolonged 
after discharges in isolated dorsal roots at 37*C (3-S.S mV and 
80-100 ms succeeded by a smaller inhibitory/depolarizing voltage shift) 
which were used to assess the effects of anticonvulaants. Phenytoin. 
carbamazepine and lamotrigine dose-dependently reduced the area of 
4-AP-indueed after potentials at 100 and 330 pM but the aotplitudc of 



Pag* 96 searvhed4/4/07 



LANGUAOE: 



ia/5119S7 LWOrRIOJHS rag no-text search U8PQPUB aMrch 

conpound actiem poceneiftls (evohed mt 0.5 Hx) wa« depreaed in parallel. Tl 
tonic block of aenaory action potentiala by all threa druga (ac 320 ^M> 
waa enhan'ead by high fracjuency acimulacion (S-Soo Kx) . The lack of 
•aleetivity of cbaae frequency -de pendant Na* channel blockara for burst 
firing, conpared to low-f reijuency spikes, is discussed in contrast to 
their effects on 4 -AP- induced seizures and parexysaai activity in 
CHS tissue (which is associated with large and austained depolarizing 
pl«ceau potentiala). In concluaion. these in vitro reaulta confirm the 
narked aensitivicy of sensory axona to 4-AP (the presumptive baaia for 
paraestheaiaa) . Burst firing was not preferentially impaired at 
relatively high concna. auggeating that anticonvulsants will not overcoM 
Che toxic peripheral actions of 4-AP in neurol. patients. 
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Studies on the mechanism of action of 
anticonvulaant lamotrigine (Lamietal} 
neuroglial cultures from rat cortex 
Leea, George; Leach. Hichael J. 

Dep. Pharmacol., tfellceoe Res. Lab.. Beelienhani/Kent , 

8R3 3BS, UK 

Brain Research (1»93), 613(1-3), 190*9 
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AB Nhole cell and perforated patch clamp expta . were conducted on cultured 

cortical rat neurons (7-31 daya in vitro) in order to determine the effects of 
the ant i con vu la ant and glutaaate release inhibitor laiaotrigine (10-100 
MM), on CNS receptors and ion channels. The coaq^ound 
inhibited, indiscriminately, both excitatory and inhibitory synaptic 
events which occurred spontaneously in cultured neural circuits. The drug 
did not mimic diazepam as a pos. modulator of OABAA currents. In the 
presence of tetrodotoxin, voltage-gated potaasiua currents and conposite 
currents evolied by L-glutamate were not significantly nodulated even at 
the higbeat does. Unitary, fast, prestiraptive- sodium spi)ces, evolved at low 
frequenciea. were not blocked aignif icantly by lamotrigine. In contrast, 
burst firing induced by pulsed application of L-glutamate or potassium 
ions was markedly depressed at 10 MM. Presumptive calcium currenta 
were inhibited by lamotrigine at 100 hM. It is proposed that the drug 
inhibits epileptifoxn burst firing preferentially by state/ set ivity 
dependent interactions with voltage and gated cation channels. Potential 
mechanisas for inhibition of glutaswt* release are discussed. 
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with phenytoin and diazepam 

Cohen. A. P.; Ashby. L.; Crowley. D.; Land, a.} Peck, 
A. M.; Miller, A. A. 

Hellconw Res. Lab., Beckenham/Kent . UK 

British Journal of Clinical Phazaaeology (1985) , 

30(6), 619-39 

CODCH: BCPHBM; ISSN: 0306-S3S1 

Journal 

Bngliah 



seBrched4/4/07 



10/511987 LAMOTRIOINS reg no-text search USPGPUB search 




AB Healthy mala volunteers received phenytoin (57-41-0] 0.9 and 1 g. 
laaotrigine (I) {84057-84-1} (a new anticonvulahnt) 130 and 340 
mg. diazepam {439-14-5} ID mg and placebo orally in a double-blind, 
croas-over, randomized trail. Maximum drug concns. at 4 h. measured in 
plasma wera 11. S Mg/ol. for phenytoin and 3.7 pg/mL for laaotrigine. 
These levels were in the therapeutic range for phenytoin and the putative 
therapeutic range for laaotrigine. Side effects sfter diazepan (mainly 
aedation) and phenytoin (mainly unateadiness) differed markedly from 
laaotrigine which produced no important side effects. Subjective effects 
as measured by visual analog acalea were caused by phenytoin and diazepan 
but not by lamotrigine. Diazepam impaired aye movements, adaptive 
tracking and body sway. Phenytoin impaired adaptive tracking, increased 
body sway and inqjaired amooth pursuit eye moveaent. Laaotrigine 
only a possible slight increase in body sway. There were significant 
correlations between performance and saliva levels of phenytoin and 
diazepam. The teats used were suitable for monitoring central nervous 
syatea (CHS) effecta of anticonvulaants and laaotrigine possibly 
could have a aore favorable CNS side effect than phenytoin. 
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